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305. The World Health Organization 
M. D. MacKenzie. British Medical Journal (Brit. med. 
J.) 2, 428-430, Sept. 21, 1946, 


A conference to establish an international health 
organization was convened by the Economic and Social 
Council of the United Nations in New York City from 
June 19 to July 22, 1946. As a result of the work of the 
Conference three instruments were drawn up: (a) Con- 
stitution of the World Health Organization; (b) arrange- 
ments for an Interim Commission of the World Health 
Organization; (c) a protocol concerning the Office 
International d’Hygiéne Publique. All these were signed 
by 61 nations, including the United Kingdom, which 
signed without reservation as to ratification. 

The work of the World Organization is based on the 
following principles: 

Health is a state of complete physical, mental, and 
social well-being and not merely the absence of disease. 

The enjoyment of the highest attainable standard of 
health is one of the fundamental rights of every human 
being without distinction of race, religion, political belief, 
or economic or social condition. 

The health of all peoples is fundamental to the attain- 
ment of peace and security and is dependent upon the 
fullest co-operation of individuals and States. 

The achievement of any State in the promotion and 
protection of health is of value to all. 

Unequal development in different countries in the 
promotion of health and control of disease, especially 
communicable disease, is a common danger. 

Healthy development of the child is of basic import- 
ance; the ability to live harmoniously in a changing total 
environment is essential to such development. 

The extension to all peoples of the benefits of medical, 
psychological, and related knowledge is essential to the 
fullest attainment of health. 

Informed opinion and active co-operation on the part 
of the public are of the utmost importance in the improve- 
ment of the health of the people. ; 

Governments have a responsibility for the health of 
’ their peoples which can be fulfilled only by the provision 
of adequate health and social measures. 


The functions of the World Health Organization will be. 


(a) To act as the directing and co-ordinating authority 
on international health work. 

(6) To establish and maintain effective collaboration 
with the United Nations, specialized agencies, govern- 
mental health administrations, professional groups, and 
other organizations deemed appropriate. 

(c) To assist Governments, upon request, in strength- 
ening health services. 


(ad) To furnish appropriate technical assistance and, in 
emergencies, necessary aid upon the request or acceptance 
of Governments. 

(e) To provide or assist in providing, upon the request 
of the United Nations, health services and facilities to 
special groups, such as the peoples of trust territories. 

(f) To establish and maintain such administrative 
and technical services as may be required, including ~ 
epidemiological and statistical services. 

(g) To stimulate and advance work to eradicate 
epidemic, endemic, and other diseases. 

(h) To promote, in co-operation with other agencies 
where necessary, the prevention of accidental injuries. 

(i) To promote, in co-operation with other specialized 
agencies where necessary, the improvement of nutrition, 
housing, sanitation, recreation, economic and working 
conditions, and other aspects of environmental hygiene. 

(j) To promote co-operation among scientific and pro- 
fessional groups which contribute to the advancement of 
health. 

(k) To propose conventions, agreements, and regula- 
tions, and to make recommendations with respect to 
international health matters, and to perform such duties 
as may be assigned thereby to the Organization and are 
consistent with its objective. 

(J) To promote maternal and child health and welfare 
and to foster the ability to live harmoniously in a changing 
total environment. 

(m) To foster activities in the field of mental health, 
especially those affecting the harmony of human relations. 

(n) To promote and conduct research health. 

(0) To promote improved standards of teaching and 
training of health workers and the medical and related 
professions. 

(p) To study and report on, in co-operation with other 
specialized agencies where necessary, administrative and 
social techniques affecting public health and medical 
care from preventive and curative points of view, includ- 
ing hospital services and social security. 

(q) To provide information, counsel, and assistance in 
the field of health. 

(r) To assist in developing an informed public opinion 
among all peoples on matters of health. 

(s) To establish and revise as necessary international 
nomenclatures of diseases, of causes of death, and of 
public health practices. 

(t) To standardize diagnostic procedure as necessary. 

(u) To develop, establish, and promote international 
standards with respect to food, biological, pharmaceutical, 
and similar products. 

(v) Generally to take all necessary action to attain the 
objective of the Organization. 
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The work of the World Health Organization will be 
carried out by: 


(a) The World Health Assembly. 
(b) The Executive Board. 
(c) The Secretariat. 


Among the functions of the Health Assembly will be 
those of: 


(1) determining policies of the Organization; 

(2) naming the Member States entitled to designate a 
person to serve on the Executive Board; 

(3) reviewing and approving reports and activities of 
the Executive Board and the Director-General, and 
instructing the Board in regard to matters upon which 
action, study, investigation, or report may be considered 
desirable; 

(4) supervising the financial policies of the Organiza- 
tion, and reviewing and approving the budget; 

(5) inviting any organization, international or national, 
governmental or non-governmental, which has responsi- 
bilities related to those of the Organization, to appoint 
representatives to participate in its meetings or in those 
of the committees and conferences convened under its 
authority; 

(6) considering the recommendations bearing on health 
made by the General Assembly, the Economic and Social 
Council, the Security Council, and Trusteeship Council 
of the United Nations; 

(7) promoting and conducting research in the field of 
health by the personnel of the Organization, by the 
establishment of its own institutions or by co-operating 
with official or non-official institutions of any Member; 
and 

(8) taking any other appropriate action to further the 
objective of the Organization. 


The Health Assembly will also have authority to adopt 
conventions or agreements with respect to any matter 
within the competence of the Organization. 

Furthermore, the Health Assembly will have authority 
to adopt regulations concerning: 


(a) sanitary and quarantine requirements and other 
procedures to prevent the international spread of disease; 

(6) nomenclatures with respect to diseases, causes of 
death, and public health practices; 

(c) standards with respect to diagnostic procedures for 
international use; 

(d) standards with respect to the safety, purity, and 
potency of biological, pharmaceutical, and similar pro- 
ducts moving in international commerce; and 

(e) advertising and labelling of biological, pharma- 
ceutical, and similar products moving in international 
commerce. 


Such regulations will come into force for all Member 
States after due notice has been given of their adoption 
by the Health Assembly, except for such Members as 
may notify the Director-General of rejection or reserva- 
tions within the period stated in the notice. 

The Executive Board will consist of 18 persons desig- 
nated by as many Member States. The Health Assembly, 
taking into account an equitable geographical distribu- 
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tion, will nominate the Member States entitled to desig- 
nate a person to serve on the Board. Each of these 
Member States should appoint to the Board a person 
technically qualified in the field of health. Among the 
functions of the Board will be those of: 


(a) giving effect to the decisions and policies of the 
Health Assembly and acting as its executive organ; 

(b) submitting to the Health Assembly a general pro- 
gramme of work covering a specific period; 

(c) studying all questions within its competence; and 

(d) taking emergency measures to deal with events 
requiring immediate action. 


Each Member State will report annually to the 
Organization on the action taken and progress achieved 
in improving the health of its people, and also upon the 
action taken with respect to recommendations made to 
it by the Organization and with respect to conventions, 
agreements, and regulations. In addition, each Member 
State will communicate promptly to the Organization 
important laws, regulations, official reports, and statistics 
pertaining to health which have been published in the 
State concerned. Finally, each Member State will trans- 
mit statistical and epidemiological reports to the Organiza- 
tion, and, upon the request of the Executive Board, such 
additional information pertaining to health as may be 
practicable. 

The World Health Organization will be brought into 
relation with the United Nations as one of its specialized 
agencies. The Organization will also establish effective 
relations and co-operate closely with such other inter- 
governmental organizations as may be desirable, and 
may, on matters within its competence, make suitable 
arrangements for consultation and co-operation with 
non-governmental international organizations and 
with national organizations, governmental or non- 
governmental. 

The constitution of the World Health Organization 
will come into force when 26 Members of the United 
Nations have become parties to it by signature without 
reservation or by signature followed by ratification. 

In view of the very large number of Governments (61) 
who signed the Constitution in New York on July 22, 
1946, it is expected that the necessary number of rati- 
fications will be received in a relatively short time, and 
that the World Health Organization will hold its first 
Assembly in the spring or early summer of 1947. In the 
meantime the World Health Conference has set up an 
Interim Health Commission to do the preparatory work 
for the first meeting of the World Health Assembly and 
to carry out certain specific pieces of work. 

The Interim Health Commission consists of 18 persons, 
technically qualified in the field of health, designated by 
the following States: 


Australia _ Liberia United Kingdom 
Brazil Mexico United States of | 
Canada Netherlands America 

China Norway Union of Soviet 
Egypt Peru Socialist Republics 
France Ukrainian Soviet Venezuela 

India Socialist Republic Yugoslavia 


viet 
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The functions of the Interim Health Commission are: 

(a) To convoke the first session of the World Health 
Assembly as soon as practicable and to prepare the agenda 
for the first meeting. 

(b) To enter into negotiations with the United Nations 
with a view to the preparation of an agreement to provide 
for effective co-operation between the two organizations 
in the pursuit of their common purpose. 

(c) To take all necessary steps to effect the transfer 
from the United Nations to the Interim Commission of 
the functions, activities, and assets of the League of 
Nations Health Organization. 

(d) To take all necessary steps for the transfer to the 
Interim Commission of the duties and functions of the 
Office International d’Hygiéne Publique. 

(e) To take all necessary steps for assumption by the 
Interim Commission of the duties and functions entrusted 
to Unrra by the International Sanitary Conventions of 
1944. 

(f) To enter into the necessary arrangements with the 
Pan-American Sanitary Organization and other existing 
inter-governmental regional organizations with a view to 
their integration within the World Health Organization. 

(g) To study the question of relations between the 
World Health Organization and non-governmental 
international organizations and national organizations. 

(4) To undertake initial preparations for revising, 
unifying, and strengthening existing international sanitary 
conventions. 

(i) To review existing machinery, and to undertake 
such preparatory work as may be necessary in connexion 
with the next decennial revision of the International List 
of Causes of Death and the establishment of international 
lists of causes of morbidity. : 

(j) To consider any urgent health problem which may 
be brought to its notice by any Government, to give 
technical advice in regard thereto, to bring urgent health 
needs to the attention of Governments and organizations 
which may be in a position to assist, and to take such 
steps as may be desirable to co-ordinate any assistance 
such Governments and organizations may undertake to 
provide. 

A study of the summary set out above of the Constitu- 
tion of the World Health Organization and other relevant 
documentation will show that the new Organization 
differs fundamentally in both its structure and the extent 
of its functions from those of the League of Nations 
Health Organization, and promises to have a definitely 
larger membership and a much greater budget. Thus, 
for instance, it will be recollected that the Health Com- 
mittee of the latter consisted only of experts appointed 
ina purely personal capacity who were not representative 
of their Governments. Consequently, the Health Com- 
mittee of the League of Nations was a purely advisory 
body, and the fact that’ Governments were in no way 
bound by any of its decisions or recommendations 
resulted too frequently in little or no_action being taken 
on any recommendation made. On the other hand, the 
delegates to the World Assembly will represent their 
Governments, and, moreover, Governments, by signing 

and accepting the Constitution, accept definite responsi- 
bilities and obligations. Again, the World Health 
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Organization has authority to adopt conventions and 
agreements concerning any matter within the com- 
petence of the Organization, as well as regulations in 
respect of certain specified matters. The regulations, 
once adopted by the World Health Assembly, become 
binding automatically on State Members, except such 
as may notify their objection or reservation within a 
period to be stated in the notice. 
G. M. Findlay 


306. Sanitary Convention between Peru, Bolivia, and 
Chile. (Convenio Sanitario entre las républicas del 
Peru, Bolivia y Chile) 

Reforma Médica [Reforma méd.} 32, 393-397, June 15, 
1946. . 


This is an account of the resolutions passed at a sani- 
tary congress held in May, 1946, at Arica, a town in the 
north of Chile and near the borders of both Bolivia and 
Peru. The main objects discussed were the establish- 
ment of anti-malaria measures in the frontier zones of 
Peru and Chile, control of the possible carriage of in- 
fectious disease across the frontiers of the three countries, 
and the interchange of information. The infectious 
diseases specially mentioned are: smallpox, yellow fever, 
exanthematic typhus, and bubonic plague. Rules are 
laid down regarding vaccination against smallpox and the 
need for certificates for those passing from one country to 
another. For yellow fever the usual rules are confirmed 
for disinsectization of aeroplanes and cargo. For typhus 
the prophylactic use of Cox’s vaccine or an analogous 
product, certification of non-infection of travellers, the 

- use of D.D.T., and intensification of the campaign against 
murine typhus are mentioned. The present anti-plague 
measures are to be rigorously maintained and enforced, 
and all efforts made to prevent spread of other diseases 
transmitted by rats or fleas. Recommendations are made 
for vaccination against yellow fever at least 7 days before 
embarkation of all persons travelling “om one country 
to another of the three concerned. 7 « interchange of 
information and also of vaccines ana ii > results of ex- 
perimental work is again stressed. If an, of the contri- 
butory countries wishes for modification. or amplification 
of the resolutions a conference of all three must be sum- 
moned to discuss the proposed change. 

H. Harold Scott 
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307. Work of the Government Lymph Establishment, 
July, 1898, to June, 1946 

H. S. FrReMutN. British Medical Journal (Brit. med. J.] 
2, 613-614, Oct. 26, 1946. 


This is an interesting account of the work of the 
Government Lymph Establishment from 1898 to 1946. 
The work began at the Lister Institute in Chelsea and 
was moved to new laboratories at Hendon in 1907. The 
author draws attention to the discoveries of glyceroliza- 
tion and refrigeration, particularly important in enabling 
a large reserve stock to be held for use in an outbreak. 
At one time during the recent war 5,000,000 doses of 


i 
ig- 
Se 
on 
he 
| 
he 
ed 
he 
to 
ns, 
er 
on 
ics 
the 
ns- 
Za- 4 
ich 
be 
ito 
a 
ive 
er- 
ind 
ble 
‘ith 
ind 
on- 
ion 
ted 
out 
61) 
22, 
ati- 
and 
irst 4 
the 
an 
ork 
and 
ns, 
by 


112 


ymph were held in reserve. The total number of 
doses of calf lymph issued by the Government Lymph 
Establishment between January, 1899, and June, 1946, 
was 43,804,088. 

- A. J. Rhodes 


308. Palestine. Department of Health. Annual Report 
for the Year 1945, Jerusalem, Government Printing and 
Stationery Office, 1946. 18 pp. 


No outstanding medical problems arose during 1945, 
but both epidemic louse-borne and endemic murine 
typhus were present ; among 183 cases of murine typhus 
there were 9 deaths. Small epidemics of relapsing fever 
were reported from various localities during the last two 
months of the year, chiefly among Egyptian labourers. 
Labour recruitment and labour movements were the 
most important factors in the genesis and spread of the 
outbreak ; among 148 cases 4 deaths occurred. There 
were 2,850 cases of measles with 195 deaths, a case 
mortality of 68%. Vital statistics among Christians, 
Moslems, and Jews, show considerable differences. 


PALESTINE: BIRTHS, DEATHS, AND INFANT MortTALITy, 1945 
Moslems| Jews |Others| Total 

Mean 

tion 137,472) 1,015,203 | 540,544) 14,556) 1,707,775 
Deaths 1,355 16,602} 3,595 188} 21,740 
Death rate per ‘I 1000 of 

population . 9-86 16-35 6-65} 19-92 12-73 
Births 4,489) 35,052 16,358) 655} 76,557 
Birth rate per 1,000 

of population z 32-65 54-23 30-26} 45-01 44-83 
Deaths of infants under 

1 year ; 317 5,167 585 49 6,118 
Infant mortality rate 

per 1,000 births 70-62 93-86| 35-76) 74-81 79-92 
Natural increase per é 

1,000 of population 22°8 37°87| 23-61 32:08) 32:10 


While there is still a serious shortage of nurses the 
ratio of doctors to the general population is 1 to 660. 
G. M. Findlay 


309. Inability te Work in a Tropical Climate 
H. J. TRENCHARD. British Medical Journal [Brit. med. 
J.) 2, 416-418, Sept. 21, 1946. 


This discusses the factors in invaliding, between Octo- 
ber, 1944, and September, 1945, 373 R.A.F. personnel, 
chiefly ground staff, found unfit for duty in South-East 
Asia, although not necessarily unfit for further military 
service in the United Kingdom. The age of the men 
varied from 18 to 47, the majority being between 20 and 
30. Most had been in the R.A.F. between 2 and 5 years, 
while service overseas varied from 2 to 51 months; the 
incidence of invaliding, excluding that due to tropical 
diseases, showed peaks during the first 12 months and 
after 18 months of service overseas. The principal 
causes of invaliding were: injuries, 50; organic diseases, 
excluding pulmonary tuberculosis, which was not dealt 
with at this centre, 176; psychological abnormalities, 
147. The majority of the invalided were fit enough to 
travel by normal trooping arrangements, only 60, of 
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whom 18 had injuries, requiring transport by hospita} 
ship. 

Of the surgical cases the injuries formed an important 
proportion, although only 5 were directly due to enemy 
action, while of the surgical djseases, disorders of the 
urinary system, particularly calculus, were noteworthy. 
There were 50 patients with skin diseases, of whom 10 
had trouble before going overseas; the commonest 
conditions were epidermophytosis 12, and seborrhoeic 
dermatitis 12. Tropical diseases accounted for 59 
invalidings, of which 34 were due to sprue and 15 to 
amoebiasis; only 2 patients were invalided with malaria, 
a low figure thought to be due to the efficiency of mepa- 
crine suppression. The main causes for repatriation in 
amoebiasis were amoebic hepatitis, persistent relapses of 
bowel infection, and the development of a “ pre-sprue 
type of condition”. Of psychological abnormalities, 
anxiety state was diagnosed in 86 patients, hysteria in 33, 
psychoses, mostly schizophrenia, in 15, and psychopathic 
personality in 11. The principal precipitating factors of 
the anxiety neuroses appeared to be family or financial 
worries, infidelity of the wife, or discomforts of oversea 
service, but in 15 cases no outstanding factor could be 
discovered. In those suffering from hysteria, the pre- 
cipitating cause appeared to be a subconscious desire 
to return home, while the principal symptoms were head- 
ache, depression, dizziness, or dyspepsia. A feature of 
the psychotic patients and those diagnosed as being of 
psychopathic personality was the length of time that they 
were able to serve overseas before requiring invaliding, 
some carrying on for more than 2 years. 

F. Murgatroyd 


310. The Cleansing and “ Sterilisation ’ of Mess Tins in 
the Field 

B. MANN. Public Health [Publ. Hith, Lond.} 59, 161-165, 
Aug., 1946. 2 figs., 11 refs. 


The danger of spread of infection by Army mess equip- 
ment arises partly from cross-transmission of nose, 
throat, and intestinal commensals when mess tins are 
immersed in a common rinse, and partly from fly-borne 
spread when the tins are left exposed between meals. 
Organisms which have been isolated from eating utensils 
include Staphylococcus albus and aureus, Escherichia coli, 
haemolytic streptococci, pneumococci, and diphtheroids. 
The efficient sterilization of equipment in barracks, where 
washing and drying machines, cleansing powders, and 
detergents are available, presents little difficulty. The 
problem confronting a mobile field force using Army 
pattern mess tins is much more formidable. As there 
has been no clearly defined instruction, there is marked 
variation in the routine adopted. The basis of most 
practices is the swilling of the utensils in a container of 
water. Any sterilizing action is expected to result in 
some cases from the heat of the water, in others from a 
chemical added. 

The author set out to evolve a routine of cleansing and 
sterilizing eating equipment applicable to field usage. 
Investigations proved that though low-temperature rinses 
with cold hypochlorite solution might be effective in 
sterilizing comparatively clean utensils, greasy Army mess 
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tins were not so much as cleansed, even at temperatures 
up to 50° C.; the free-chlorine content of the hot hypo- 
chlorite solution in the presence of organic matter very 
rapidly fell to negligible amounts. As to the effect of 
heat alone as a Sterilizing agent, although a 5-second 
contact with water at a temperature not less than 80° C. 
resulted in the sterility of utensils contaminated ‘by 
E. coli, this procedure was not sufficient in the case of tins 
impregnated with Staph. aureus, the organism most 
resistant to heat. Even a double rinse of 5 seconds’ 
duration, the first in hot water at 80° C. the other in cold 
hypochlorite solution, failed to destroy this organism. 
A double rinse, each of 5 seconds’ contact in hot water at 
80° C., was almost always completely successful. As an 
indicator that the water was at 80° C. a small phial con- 
taining 2 g. of naphthalene and a crystal of brilliant green 
were used. Below 80° C. the naphthalene is solid, but at 
this temperature it liquefies so that the brilliant green 
diffuses throughout to colour the whole green. This 
immersion indicator can be used an indefinite number of 
times. 

A suggested drill for field sterilization of mess tins 
is that at the end of a meal troops rinse their dirty mess 
equipment in water at or above 80° C., the maintenance 
of this temperature being shown by the immersion 
indicator. This single rinse will destroy all E. coli, all 
haemolytic streptococci, and most of the Staph. aureus. 
On entering for the next meal, troops again rinse the mess 
equipment in a drum containing water at not less than 
80°C. This second rinse will destroy all the remaining 
Staph. aureus and organisms resulting from any con- 
tamination of flies which might have occurred. The 
second rinse, incidentally, warms the containers—an 
advantage when hot meals are being served. 

[Experiments are urgently required to determine the 
measures necessary to destroy the viruses of infective 
hepatitis and poliomyelitis.] Caryl Thomas 


311. Clinical Lessons from Prisoner of War Hospitals 
in the Far East (Burma and Siam) 

A. E. Coates. Medical Journal of Australia [Med. J. 
Aust.] 1, 753-760, June 1, 1946. 6 figs. 


The author describes his experiences from February, 
1942, to February, 1944, during his journey from 
Singapore to Sumatra and thence to Burma, where he 
spent a year in various railway construction camps. 
The principal diseases encountered were amoebic dysen- 
tery, painful feet, malaria, beriberi, scrub typhus, nutri- 
tional oedema, pellagra, and tropical ulcer. Amoebic 
dysentery was diagnosed by proctoscopy and micro- 
scopically confirmed later. Emetine was not available, 
but was finally made from extract of ipecacuanha; a 
course of 5 injections of 1 gr. (65 mg.) sufficed to 
keep the disease under control. Pellagra was cured 


‘by increasing the dietary protein, made possible by 


clandestine purchase of cattle. Tropical ulcers often 
necessitated amputation. The importance is stressed of 
the supplementary meat ration; in men receiving this 
the ulcer suppurated with final healing. 

The second half of the paper is a description of 
the Nakompaton prisoner-of-war hospital, where the 
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author was chief medical officer from February, 1944, to 
August, 1945. The camp was for 10,000 chronically 
sick and permanently disabled European prisoners of 
war from the Burma-Siam railway. It consisted of 50 
bamboo huts, offices, laboratory, and operating theatre. 
No medical equipment was provided by the Japanese, 
that used being made by the ingenuity of the staff. 
Food for patients was 400 g. of rice and 50 g. of meat 
daily; this was later increased by purchases from the 
canteen. The blood transfusion clinic gave 1,500 
transfusions. Cross-typing was done, and the blood 
defibrinated by stirring with a piece of bamboo. 
Reactions were few. Never more than 30 mental 
patients were under restraint at any one time, and 
there were only 2 suicides in the 18 months. Opera- 
tions performed during that period numbered 896, 
with only 18 deaths. Gowns, supplied by. the 
Japanese, were sterilized in a home-made autoclave; 
spina! or local analgesia was employed, and alcohol 
distilled from rice was the only antiseptic. A 
physiotherapy unit proved valuable. Cardiac beriberi 
was often diagnosed initially, but later most men were 
found to be suffering from effort syndrome. The 
Japanese were medically incompetent, callous, and 
brutal. Geoffrey McComas 


312. Clinical Lessons from Prisoner of War Hospitals in 
the Far East 

E. E. Duntop. Medical Journal of Australia [Med. J. 
Aust.] 1, 761-766, June 1, 1946. 5 figs. 


The author describes his capture in Java in March, 
1942, and the dissolution of his hospital by the 
Japanese, who completely ignored the terms of the 
Geneva Convention. Dietary deficiency soon led to 
pellagra, which responded to yeast and other sources of 
the vitamin-B complex. Riboflavin, 6 to 8 mg. daily, 
also effected improvement. One-third of the troops 
suffered from burning of the feet, associated with 
hyperactivity of deep reflexes, and, in some cases, knee- 
and ankle-clonus. Occasional cases progressed to 
spastic diplegia. -Response was obtained to yeast, eggs, 
and beans. 

The inmates in the appalling Siam working camps 
rapidly succumbed to disease and died. The Tarsau 
and Chungkai hospitals, dealing with the sick from 
25,000 men in the area, were equipped and financed 
almost entirely from prisoner-of-war resources. Many 
outbreaks of cholera occurred, and cases were treated 
by intravenous infusions of locally prepared normal 
saline; the mortality rate was 42%. Bacillary dysentery 
was treated by starvation and charcoal. Amoebic 
dysentery cases often became resistant to emetine, and 
death from peritonitis or perforation was common. The 
shortage of emetine made appendicostomy, caecostomy, 
and ileostomy the treatment of choice for severe and 
protracted cases. The results of these operations were 
excellent, permitting rest for the large bowel, easy 
escape for flatus, and lavage. Tropical ulcer was 
common, and was related to semi-starvation, overwork, 
exhaustion, and pellagra. Ulcers might reach the size 
of a inner plate in a few weeks, and caused massive 
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necrosis of bone and tendon. Severe toxaemia and 
much pain were present. Fusiform bacilli and 
spirochaetes were found. Mild antiseptics and local 
sulphonamide applications were of no value; removal 
of necrotic tissue, followed by application of iodoform, 
gave the best results. Reverdin skin-grafting hastened 
complete healing, even in cases where sepsis was not 
completely overcome: where infection could not be 
controlled, amputation under spinal analgesia was 
employed. The average mortality in the amputation 
cases was 50%, a result attributed to coexistent 
nutritional oedema. Artificial limbs were improvised 
from local materials-and proved satisfactory. 
Geoffrey McComas 


313. The Future of the Special Hospital 

J. M. MAcKINTOSH. Journal of the Royal Sanitary 
Institute [J. R. sanit. Inst.) 66, 287-293, Aug., 1946. 
4 refs. 


The entire scheme of the future of the special hospitals 
in Britain hinges on the proposed new general hospital 
service, and the way the special hospital service will fit 
into the structure depends on a clear conception of this. 
Government proposals for a national health service 
concentrate chiefly on medical treatment, and in the 
absence of a general plan for national health the hospital 
question must be dealt with in artificial isolation. This 
limitation must be borne in mind in considering the future 
of the special hospitals, because many members of this 
group are closely linked with the preventive services. 

The existing arrangement of hospitals is on a regional 
pattern, but there is as yet little cohesion between the 
members of the group. It has been said that a hospital 
has three main functions: to treat the sick, to provide 
professional education for medical and nursing students, 
and to carry out medical research. To these might be 
added the restoration of health and working capacity. 
As regards hospitals generally, there are strong reasons 
for concentrating beds in a limited number of units 
serving “an area of natural drainage”. Subject to this 
general view, there is a good case for the retention and 
development of the “* home hospital ” staffed by general 
practitioners and serving for the care of bedridden 
patients suffering from minor illness, for local 
emergencies, and perhaps for normal maternity work. 
The great city hospitals should retain many of their 
teaching and research functions in the new regional 
scheme; they should also be the principal centres for 
diagnostic and therapeutic work of a highly specialized 
character; and they should also serve as “ district 
hospitals ” for a limited area. Hospitals built in towns 
should have limited functions, and every teaching hospital 
and every district hospital situated in a populous area 
should be associated with a “ country general hospital ” 
to which patients suffering from long-term illness should 
be sent. 

Special hospitals may be classified as follows: (1) Those 
designed exclusively for infectious diseases. (2) Those 
designed for the treatment of a limited group of disorders, 
such as diseases of the eye; the ear, nose, and throat; 
cancer; and gynaecological conditions. (3) Those 
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accepting exclusively patients suffering from distinctive 
infections such as pulmonary tuberculosis and venereal 
disease. (4) Those designed to offer prolonged treat- 
ment (including education for children) for disabling 
physical disorders and defects, (5) Those dealing with 
persons suffering from mental disorder. (6) Maternity 
hospitals (children’s hospitals might well be considered 
as general hospitals serving a particular age group). 
The real issue is whether the general hospital should be 
enlarged and equipped with new special divisions as need 
and opportunity arise, or whether the continued building 
of special units should be encouraged. Recent experience 
in Europe and America has shown that the general 
hospital can take over many of the functions traditionally 
carried out by separate units. This is especially true in 
the case of patients suffering from infectious disease— 
including venereal disease and the more acute stages of 
pulmonary tuberculosis—and, subject to limitations, it 
applies to those suffering from mental disorder. Patients 
in the special classes can best obtain varied medical and 
surgical attendance in the general hospital. Further- 
more, the provision of special facilities in the general 
hospital would raise the level of teaching, advance 
research, and assist in the sphere of preventive medicine. 
It is suggested that the day of the special hospital is over, 
and that its place should be taken-by the country general 
hospital. J. Fanning 
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314. Occupational Diseases in Government-owned Ord- 


nance Explosive Plants. Observations on their Prevalence 
and Control during World War II 

W. J. McConneELL, R. H. FLINN, and A. D. BRANDT. 
Occupational Medicine [Occup. Med.} 1, 551-618, June, 
1946. 13 figs., 20 refs. 


This report records the results of an extensive investiga- 
tion on the incidence of occupational diseases in 309,000 
workers engaged in the manufacture of explosives. 
They were working in 101 Government plants, which 
produced between them 95% of all military explosives 
in the U.S.A. The co-ordinated resources of the Ord- 
nance Department, the Medical Department, and the 
Public Health Services were fully utilized, and their 
recommendations for improving the medical services 
were enforced. In consequence the frequency of occupa- 
tional sickness was very much lower than in the war 
of 1914-18, and it fell rapidly during the course of the 
investigation. The production of explosives in the war of 
1914-18 was on a relatively small scale, yet in 74 months 
17,000 persons were poisoned by trinitrotoluene and 
related compounds, and 475 of them died. Also there 
were 28 fatalities from poisoning by nitrous fumes. 

In the recent war data were obtained for about 3 years, 
during which there were 28 fatalities in all. Of these 
22 were due to T.N.T., but only 5 of them were incurred 
during the last 18 months as compared with 14 in the 
preceding 20 months. Of the 16,700 exposed to signi- 
ficant concentrations of T.N.T. in the shell and bomb 
loading plants, the case rates for illness resulting in loss 
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of time fell from a peak of 29 per 1,000 man-years 
of exposure in the spring of 1943 to under 8 between 
February, 1944, and April, 1945. A similar improvement 
was observed in the disability caused by exposure to tetryl 
and to nitrogen oxides. Of the 163,000 employees under 
exposure to tetryl, the case rate of illness resulting in 
loss of time fell from 1-5 per 1,000 man-years of exposure 
in the first few months to 0-6 in May, 1944, to April, 
1945. In the 60,000 employees exposed to oxides of 
nitrogen, the lost-time rates fell from a peak of 1-9 in 
March to May, 1943, to an average of 0-15 in February, 
1944, to April, 1945. ; 

Mild cases of dermatitis and other effects insufficient 
to cause lost time from illness showed a similar trend and 
distribution to those which did result in lost time. The 
average case rate of all the operating employees for mild 
dermatitis and other effects fell from a peak of 124 per 
1,000 man-years during the first report period to an 
average of 59 in August, 1944, to April, 1945. Workers 
showing symptoms of toxic exposures were transferred 
to other jobs until the degree of exposure could be con- 
trolled more effectively. The rate of medical transfers 
for all exposures in all plants dropped from a peak of 
44 per 1,000 man-years in the period June to August, 
1943, to an average of 22-5 in May, 1944, to April, 1945. 

The great reduction in illnesses due to T.N.T. was 
attributable very largely to the fall in the atmospheric 
concentration of the poison in the plants. Air samples 
were tested at regular intervals, and they showed, for 
instance, that in industrial operations such as T.N.T. 
screening the concentration fell gradually from a maxi- 
mum of 15 mg. per cubic metre of air in March, 1943, 
to one of 2 mg. in March, 1945. The air in the region 
of the less dusty operations also showed considerable 
improvement. 

Statistics relating to the frequencies of occupational 
illness and its effects are recorded in great detail in 13 
tables, to which the reader is referred. They concern 
the initial period of 11 months (up to February, 1943), 
when the plants were gradually working up their produc- 
tion, and 8 subsequent 3-month periods. In addition 
to the information obtained in T.N.T. plants, smaller 
numbers of observations were made in some other plants. 

H. M. Vernon 


315. Effects of High Speed Vibrating Tools on Operators 
Engaged in the Airplane Industry 

E. E. Dart. Occupational Medicine [Occup. Med.] 1, 
515-550, June, 1946. 7 figs., 40 refs. 


It has long been known that workers using vibrating 
tools such as pneumatic drills are subject to disorders 
involving the blood vessels, nerves, muscles, and joints. 
The vibration rates of the tools are usually under 4,000 
per minute, and in Britain Hunter, McLaughlin, and 
Perry (Brit. J. industr. Med., 1945, 2, 10) found that 
the prominent symptom of “ white. fingers” occurred 
most frequently at vibration rates of 2,000 to 3,000 per 
minute. Recently high-speed electric or air-driven 
rotary polishing and burring tools have been used 
extensively, especially in the aeroplane industry, and the 
tools used have a vibration rate of 10,000 to 50,000 per 
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minute. Very few investigations on the effects of such 
high-speed vibrations have hitherto been recorded, but 
the present report deals with them exclusively. 

Observations were made on 112 operatives (25 men 
and 87 women) who reported for treatment, and on many 
control subjects. In addition to a physical examination, 
x-ray and plethysmographic examinations were carried 
out on some of the subjects, but the best method of all 
was found to be the measurement of vascular tone 
dependent on the temperature of the hands in response 
to sudden chilling. The temperature of both hands was 
determined by grasping the bulb of sensitive stem thermo- 
meters (ordinarily used for determining cutaneous 
temperatures), and then immersing the hands in water at 
a temperature of 35° F. (1-6° C.) for 5 seconds. They 
were dried quickly, and the thermometers were grasped 
again. Their rising temperatures were recorded at 
1-minute intervals for the next 15 minutes. 

Of the 112 patients, 69 showed pathological changes. 
Over two-thirds of them complained of pain, about a 
third of numbness, and a quarter of stiffness. Over 
half the patients showed no physical changes which 
would account for their subjective symptoms, but in a 
third there were some swelling, and various signs of 
neuritis, tendonitis, and muscle injury. The temperature 
tests indicated that in all but a sixth of the control 
subjects the temperature of the hands returned to normal 
in 15 minutes, while in a third of the patients with 
symptoms it failed to do so. 

The workers were exposed to a vibration rate of 
approximately 12,000 vibrations per minute, the ampli- 
tude of vibration being 0-08 mm. They had been at 
work for a period of 1 week to 30 months before the 
onset of symptoms, or for a median time of 8 months. 
Nearly all of them were given physical therapy, and the 
course of the disease was followed in 24 of the patients 
by means of repeated temperature tests. The response 
to cold in most of them returned to normal in a week, 
and in all of them in 3 weeks. The symptoms common 
to exposure to high-frequency and low-frequency vibra- 
tions are numbness, stiffness, and paraesthesia occurring 
especially at night or during the first few minutes of work, 
sensation of cold, loss of sensory perception in the finger- 
tips, inability to hold the fingers tightly flexed, and 
frequent dropping of small objects. The chief differences 
in the reactions consist in the blanching of the fingers and 
degenerative bone changes induced by low frequencies 
but not by high ones, and in the fact that pain is usually 
not a major complaint with low frequencies. The low- 
frequency symptoms usually do not appear till the workers 
have been employed for some years. 

Injury from exposure to high-speed vibration can be 
prevented: (1) by reduction of exposure to cold (for it 
has been demonstrated almost universally that cold is 
the exciting cause of the vasospasm in pneumatic-tool 
workers) ; (2) by provision of insulation on the tools 
—for example, felt; and (3) by transferring the patient to 
other work when symptoms are noted. H. M. Vernon 


316. Working Conditions in Australian Textile Mills 
ANNOTATION. British Medical Journal (Brit. med. J. 
2, 499, Oct. 5, 1946. 
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317. Siderocytes in Mammalian Blood 

R. A. M. Case. Proceedings of the Royal Society 
[Proc. roy. Soc.] B, 133, 235-248, Aug. 7, 1946. 7 figs., 
20 refs. 

Siderocytes, erythrocytes containing granules which 
give the Prussian blue reaction, occur to the extent of 
0-1 to 0-8% in normal mammalian blood. Their number 
increases in stored blood at a rate which depends on: 
(a) temperature (rate of formation increases with tem- 
perature between 4° and 37° C.); (6) oxygenation 
(saturation with CO delays formation, storage under 
liquid paraffin accelerates it); (c) nature of anticoagulant 
(formation delayed in M.R.C. glucose-citrate compared 
with 3-8°%% sodium citrate). In all cases siderocyte 
counts never approach 100%, but reach a peak and then 
fall without significant changes in the erythrocyte count, 
though plasma iron and bile pigment increase steadily. 

Formation of siderocytes is accelerated by the addition 
to citrated blood of potassium dichromate, silver nitrate, 
or lead nitrate (400 ng. per 100 ml.), carbon bisulphide 
and carbon tetrachloride (0-4 ml. per 100 ml.), and by 
acetylphenylhydrazine (250 to 1,000 yg. per 100 ml.). 
With the last reagent there is a reduction of 5 to 7% in 
haemoglobin, with an equivalent rise in plasma iron, and 
some rise in plasma bilirubin, within 2 hours, at which 
time the siderocyte count reaches its peak. Addition of 
more reagent fails to produce a second wave of sidero- 
cytes or any further reduction in haemoglobin. No such 
degradation of haemoglobin occurs in laked blood. 

In vivo, destruction of erythrocytes by acetylphenyl- 
hydrazine (0-1 g. daily for 5 days) produced a siderocytosis, 
maximal on the fourth day; urinary siderosis occurred 
from the second to the ninth day. 

In hanging drop preparation, the formation of siderotic 
granules and subsequent extrusion to the extracellular 
fluid could be observed; extruded granules are phago- 
cytosed by polymorphonuclear leucocytes, and in blood 
containing many siderocytes erythrophagocytosis occurs 
readily. 

The author concludes: (1) All red cells go through a 
stage as a siderocyte, the granules being extruded, but 
pre- and post-siderotic cells cannot be differentiated 
morphologically. (2) Siderocytes and post-siderotic 
cells are effete, and are susceptible to phagocytosis. 
(3) The siderotic granules are produced from a special 
fraction of the blood pigment, probably that which yields 
the “easily split-off iron” of Barkan. (4) Studies of 
siderocytes are likely to be of value in the investigation 
of haemolytic processes. G. Discombe 


318. Photometric Determination of Total Cholesterol in 
Plasma or Serum by a Modified Liebermann-Richard 
Reaction 

A. Sairer and O. F. KAMMERER. Journal of Biological 
Chemistry [J. biol. Chem.] 164, 657-677, Aug., 1946. 
7 figs., 13 refs. 


319. Effect of Rontgen Irradiation on the Serum Content 
of Haemagglutinins in Human Blood 

D. BorowskasA. Nature |Nature, Lond.] 158, 269, Aug. 
24, 1946. 


X rays in small doses act as a powerful stimulant of the 
reticulo-endothelial system. It was therefore considered 
desirable to investigate the behaviour of natural anti- 
bodies following irradiation. Agglutinins for sheep cells 
were chosen as an indicator because this normal antibody 
has been the subject of recent exfensive study, and the 
author and others [the author writes from the Scientific 
State Institute of R6ntgenology and Radiology, Moscow] 
in investigations of some hundreds of normal individuals 
have rarely found a titre as high as 1 : 16; also in certain 
conditions, particularly infectious mononucleosis and 
after injections of horse serum, marked rise in titre may 
occur. In infectious mononucleosis this may be due to 
“unspecific stimulation of the reticulo-endothelial 
system”. With doses ranging from 50 r to 6,000 r, 32 
individuals showed no subsequent titres higher than 1 : 10. 
** Hence the rise in titre in some conditions probably does 
not depend on the (non-specific) stimulation of the reticulo- 
endothelial system but on active immunization.” The 
author suggests that the first appearance of such anti- 
bodies in infants may be due to Forssman antigen in 
intestinal bacteria. G. T. L. Archer 


320. Effect of Temperature on Sedimentation-Rate 
K. B. Rocers. Lancet [Lancet] 2, 520-522, Oct. 12, 
1946. 7 figs., 10 refs. 


When attempting to obtain reproducible results with 
blood sedimentation rates in patients examined on 
several occasions during a period of hospital treatment, 
the author noted that temperature changes were of 
marked importance. His simple method of maintaining 
the blood to be tested at a steady temperature of 20° C. 
is to suspend Wintrobe-type sedimentation tubes in 
7 Ib. (3-1 kg.) jars of water at that temperature. By this 
means, also, a further source of error—failure to keep 
the tube quite vertical—is overcome. In a series of 
graphs, the effects obtained on 100 samples of blood of 
altering the temperature from 20° C. (standard tempera- 
ture) to 10°, 15°, 25°, 30°, and 35° C. are clearly set out. 
The variation from the “ standard temperature *’ reading 
is most marked for those patients with sedimentation 
rates of borderline significance in clinical diagnosis. 

H. Payling Wright 


321. A Special Study of “ Peripheral Hearts ” in Cold- 
Blooded Vertebrates. (La question des cceurs péri- 
phériques. Etude spéciale du cceur périphérique 
artériel et de sa participation a la circulation du sang 
chez les vertébrés poecilothermes) 

F. Marceau. Biologie Médicale [Biol. méd.| 35, 115- 
160, July-Sept., 1946. 7 figs., 31 refs. 
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322. Observations on Plasma Volume Estimations with 
the Dye T 1824 

FE. B. Reeve and J. Armin. Journal of Physiology [J. 
Physiol.| 105, 72-79, July 15, 1946. 2 figs., 6 refs. 


Plasma volume has been measured at various times after 
the injection of morphine; papaverine, or scopolamine -in 
3 battle casualties and 4 convalescent patients. The 
concentration of the dye T 1824 in the plasma was found 
to fall off steadily without the anomalous increases 
reported previously by Bowler, Crooke, and Morris (J. 
Physiol., 1944, 103, 137). In 7 convalescent patients, 
plasma volumes were measured before and after the 
injection of the same drugs. The dye concentrations in 
the plasma were found to be unchanged. No evidence 
was found of the rapid initial fall in the concentration 
of the dye in the plasma which was seen in cats by 
Cruickshank and Whitfield (J. Physiol., 1945, 104, 52), 
and ascribed by them to the activity of the reticulo- 
endothelial system. D. Whitteridge 


323. Experimental and Clinical Studies of the Haemo- 
static Effect of Fibrinogen and the Haemostatic Reaction in 
Thrombokinase and Thrombin. (L’azione emostatica del 
fibrinogeno, della trombochinasi e della trombina 
(Ricerche sperimentali e cliniche)) 

P. Piccintnt and R. Bonaccorst. Giornale Italiano di 
Chirurgia [G. ital. Chir.] 2, 388-398, Aug.—Sept., 1946. 
7 refs. 


The use of various new haemostatic agents introduced 
in America is reviewed, and a simple and cheap method 
is described for the production of fibrinogen, thrombin, 
and thrombokinase. Fibrinogen was prepared from 
human blood. The blood was rendered incoagulable 
by the addition of a saturated solution of magnesium 
sulphate in the proportion of 1 part of solution to 3 parts 
of blood. The mixture was allowed to stand for 24 
hours in a refrigerator at 4° C. The supernatant fluid 
was then poured off and centrifuged to remove all the 
cells. From the plasma thus obtained fibrinogen was 
separated by precipitation with sodium chloride solution, 
half or a quarter saturated (the latter yielded less fibrino- 
gen but was free from globulin), in equal parts. The 
mixture was put to stand, an@ after a few days the 
supernatant fluid was poured into a dish, large masses 
of fibrinogen being left in the first receptacle. A few small 
floccules were decanted with the supernatant fluid into 
the dish; these were collected with a spoon. The 
fibrinogen was then washed with distilled water to remove 
the salts, and was dried for preservation. 

Thrombin was prepared from human serum by leaving 
a large quantity of blood to stand in a refrigerator after 
all cells had been removed. The serum was placed in a 
container with 15 to 20 times its quantity of 95% alcohol. 
The precipitate was slow to form and after 4 weeks it was 
carefully separated from the alcohol and dried. Throm- 
bokinase was obtained from rabbit’s brain in a manner 
not described in this article. [The method of preparation 
was described in a previous work of these authors, but 
no reference is given.] Absolute asepsis throughout all 
the operations of preparation was observed. Experi- 
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ments were then performed in vitro with plasma, and with 
oxalated, defibrinated, and pure blood, and then in vivo 
on rabbits. Briefly the conclusions were that thrombo- 
kinase caused clotting sooner than thrombin, and, in vitro, 
fibrinogen had no effect on clotting time. Jn vivo experi- 
ments on rabbits showed that all 3 agents were effective 
coagulants reducing the bleeding time to one-half or less. 
Thrombin was a little less effective that the other two, 
{The in vitro experiments afforded very little infor- 
mation.] Tom Rowntree 


324. The Normal Plasma Protein Values and their 
Relative Variations. [In English] 

H. F. LANGe. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 176, 1-202, 1946. 56 figs., 166 refs. 


The results of 371 micro-Kjeldahl examinations on 115 
persons (60 male, 55 female), 18-59 years of age, the 
majority from 20 to 25, give a mean value for the total 
(heparinized) plasma protein concentration of 7-45 g. per 
100 ml., with a range of 6-3-8-86 g. These figures agree 
closely with those given by 12 previous workers quoted. 
The author discusses at some length with reference to his 
own figures and those of other workers the various physio- 
logical factors which influence plasma protein concentra- 
tion such as posture, rest, seasonal variations, diurnal 
variations, warmth, work, etc. Of considerable interest 
are his findings on the variations produced by using 
potassium oxalate as an anticoagulant, and on the in- 
fluence of posture. To the latter he attributes the 
different values for the 2 sexes published by previous 
workers. He considers that heparin (1 mg. per ml.) 
should be used as anticoagulant, and that the blood 
should be taken with the subject lying, after 5 minutes’ 
rest: “* minimum stasis ” may be used without influencing _ 
the result. In 10 females and 19 males, from 12 to 23 
estimations were made in each case over a period of a 
year. As the variations in plasma-protein concentration 
ran parallel with the red-cell count, “ red cell volume 
per cent.”’ and water content, he concludes that plasma- 
protein variations are due to changes in plasma volume. 

H. K. Goadby 


325. The Effect of Caffeine on Gastric Secretion 
V. H. Musick, H. C. Hopps, H. T. Avey, and A. A. 


Southern Medical Journal (Sth. med. J.) 39, 


651-658, Aug., 1946. 5 figs., 16 refs. 


Results obtained with the Ivy caffeine test meal (Amer. 
J. Physiol., 1944, 141, 454) on 10 normal persons, 25 
{almost certain] duodenal ulcer cases, and 4 gastric ulcer 
patients are presented. ‘* Composite curves ”’ [? meaning] 
only are given. In them the ulcer cases gave a higher 
maximum HCl concentration and a more prolonged 
secretory phase than the normal subjects. 

[Until the range of variation in a normal subject tested 
from time to time by this method is known, and also until 
the variation in ulcer cases during activity and quiescence 
is established, a single observation on an individual 
case by this test is of limited value, as is the case with 
all the other adequate stimuli to gastric secretion.] 

H. K. Goadby 
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326. Total Bases in Serum on Dehydration. [In English] 
O. J. Brocu. Acta Medica Scandinavica [Acta med. 
scand.] 125, 139-147, Aug. 22, 1946. 1 fig., 8 refs. 


The total bases in serum (and in some cases chlorides 
and bicarbonate) have been determined electrolytically 
in 19 cases of clinical dehydration, including 5 diabetic 
patients, 6 cases of methanol poisoning, 3 patients with 
pyloric stenosis, 1 with carcinoma vesicae with uraemia, 
and 1 with acute nephritis. The degree of dehydration 
was determined by the haemoglobin level, haematocrit 
determinations, or erythrocyte counts. All patients were 
treated with physiological saline and water ad lib., with 
sodium bicarbonate when dehydration was accompanied 
by acidosis. Dehydration ended rapidly in all cases. 
Total base determinations were made for varying periods 
of from 2 days to 3 weeks after treatment had begun. 
Initial values for 15 patients were below normal (quoted 
as 154 milli-equivalents per litre) and for 4 patients were 
above normal—variation 125 to 162 milli-equivalents per 
litre. No correlation was found between the degree of 
dehydration and total bases and no apparent cause was 
evident for this wide variation. Treatment in most cases 
caused an initial fall in total bases followed by a slow rise 
towards normal values, but the majority did not reach 
normal during the time of observation. Two cases, 1 
of diabetes and 1 of carcinoma vesicae with uraemia, 
showed a rise to normal at the beginning of treatment 
followed by a fall during the next few days despite an 
abundant supply of sodium. In the case of acute 
nephritis, administration of salt had no effect on total 
bases or serum chloride. The low total base values, in 
spite of adequate salt supply, are ascribed to failure of 
electrolyte regulation by the kidneys; a considerable 
sodium excretion was shown in several cases in spite of 
low total bases values of serum. J. Dawson 


327. The Appearance of a Base, Detected by a Colour 
Test, in the Urine of Bitches having Renal Ischaemia 

M. F. Lockxetr. Journal of Physiology Physiol.) 105, 
126-137, Sept. 18, 1946. 2 figs., 6 refs. 


In this paper a description is given of a base which 
appeared in the urine of bitches after renal ischaemia. 
This compound, detected by a colour test similar to that 
used in the estimation of ephedrine in urine, has been 
referred to as x-positive base. It was not found in the 
normal dog or human urine. 

The investigation was divided into two parts and 
describes the effects of short- and long-term experiments, 
producing intermittent and continued compression of the 
renal artery. The former was achieved by small com- 
pression units and the latter by silver clips. In the 
short-term experiments 7 animals were used and were 
compared with 4 undergoing a similar operation. X- 
positive base was found within 10 minutes of compression 
and was present 4 to 5 days and at intervals up to 3 months 
post-operatively. The substance was largely excreted 
by the normal kidney and was also detected in the blood 
during the compression of the renal artery. The base 
could not be demonstrated in any of the control series 
observed for a similar period. In the long-term experi- 
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ments observations were made on 2 bitches which had 
been rendered hypertensive by application of silver 
clips to the renal artery and in which exteriorization of 
the ureters had been carried out. During the periods of 
hypertension x-positive base appeared in both the blood 
and urine, but when the blood pressure fell to normal its 
presence could be detected only’in the urine. Limitations 
of fluid intake and administration of simple salts in 
order to increase the blood pressure caused a decreased 
excretion of x base with a corresponding rise in the blood: 
** These results being reversed by removal of the causal 
agent.” In producing these changes potassium ion 
was thought to be more effective than the sodium ion 
and chloride ion more potent than acetate ion. 

In conclusion the author did not consider that the 
chemical compound x was responsible for the production. 
of the hypertension. 

[The pharmacological action and properties of 
x-positive base are described in a later paper by the same 
author. See Abstract No. 328.] E. M. Darmady 


328. The Properties and Pharmacological Action of a 
Base Liberated by Alkaline Hydrolysis of Normal Urine, 
Compared with those of a Similar Base Found Free in the 
Urine of Dogs with Renal Ischaemia- 

M. F. Lockett. Journal of Physiology [J. Physiol.] 105 
138-151, Sept. 18, 1946. 4 figs., 3 refs. 


The author here describes the properties and pharmaco- 
logical action of a compound known as x base which was 
isolated from the urine of bitches with renal ischaemia. 
This was compared with a similar base liberated from 
normal dog or human urine after alkaline hydrolysis. 
Normal human urine was obtained from convalescent sur- 
gical patients; the urine from the bitches was collected by 
means of metabolism cages, and catheterization in some 
instances. Special methods were necessary in preparing 
concentrates of x-positive base, since this substance was 
unstable to acid, and use was made of the fact that this 
base showed an optimum pH for distillation in steam. 
It was therefore concentrated quantitatively either in a 
high vacuum or in an atmosphere of nitrogen at a tem- 
perature below 32° C., since at higher temperature there 
was a poor yield. The estimation of the x-positive base 
was made colorimetrically by a method described by the 
author in a previous paper in which ephedrine was used as 
a standard. As ammonia was found to interfere with 
colour production a special correction curve had to be 
constructed. 

The investigator showed that the two x-positive bases 
from the clamp and normal urine had the same optimum 
PH (11:5) for volatility in steam and that both compounds 
were stable to heating in the presence of an alkali. The 
author considered this was indicative of bipolarity. Both 
substances behaved in a similar manner with acids, and 
attempts to precipitate the base and extract them with 
organic solvents failed. The evaporation to dryness 
of x-positive base of both types altered its constituents, 
although the yields of compounds obtained in distillate 
concentrates were similar. It was thought that the 
substance obtained was a single but a complex x base. 
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The pharmacological actions of colorimetrical equiva- 
lents of x-positive base from both sources were deter- 
mined on the decerebrate and eviscerated cat and found 
to have equal pressor activity. Their actions were com- 
pared with adrenaline and atropine, and evidence was 
brought which suggests that the base acts peripherally 
in the vascular bed on the motor nerve endings of the 
sympathetic system. As a result of this work the author 
believes that ‘‘ these bases are identical in many respects 
and differ in none”’. 

[Details of x base are given ina previous paper. See 
Abstract No. 327.] E. M. Darmady 
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329. Administrative and Clinical Problems in Australian 
and British Prisoner-of-War Camps in Singapore, 1942 to 
1945 

J. G. Wuite. Medical Journal of Australia [Med. J. 
Aust.] 2, 401-403, Sept. 21, 1946. 


The main administrative problems were due to the 
attitude of the Japanese to their prisoners, which included 
an entire lack of regard for human life and suffering. 
Added to this, the withholding of information—such as 
the movement of working parties—necessitated rapid 
readjustments in plans for drug expenditure and food 
reserve. Lack of co-operation within the Japanese 
administration and jealousy between Japanese camp 
commanders frequently turned trifling matters into 
serious problems. A food reserve was built up through 
local purchases, and paid for by contributions from the 
prisoners. Food having a high protein and vitamin 
content was bought. The reserve was supplemented by 
one Red Cross shipment and by supplies obtained through 
the local Red Cross representative. By the end of 1943 
there was a 6-months reserve. The main object was to 
maintain the minimum thiamine—non-fat calorie ratio. 
As supplies from the Japanese varied from week to week, 
the composition of the diet had to be calculated in detail 
weekly as well as special diets for hospital patients. 
This tedious work was carried out with the co-operation 
of the quartermaster’s and kitchen staff. Apart from 


* quinine, medical supplies from Japanese sources were 


almost negligible. Castor-oil beans, stramonium, and 
derris root were cultivated, and an alkali mixture was 
made from a seam of white clay found near the camp. 
Working parties outside the camp missed no opportunity 
for “‘ scrounging’’ medical supplies. At the time of 
the Japanese capitulation the medical services gained 
temporary unpopularity by recommending restraint in 
the issue of a large quantity of unpolished rice released 
by the Japanese. Later, supplies were dropped from the 
air, and the ration scales were increased daily. 
J. B. Mitchell 


330. Reactions to Intravenously Administered Amino 
Acids (Casein Hydrolysates) 

H.H.Hecut. American Journal of is Medical Sciences 
[Amer. J. med. Sci.] 212, 35-44, July, 1946. 1 fig., 39 refs. 


Samples from 149 lots of a commercial preparation 
(“ parenamine”’) of acid-hydrolysed casein,. fortified 


. lar narcotics. 


with tryptophane, were tested on hospital patients 
selected at random who had had no fever for 5 days. 
With few exceptions each patient received two injections 
of 7-5 and 15g. Each lot was tested on at least 2 patients. 
In 550 injections into 303 patients reaction occurred in 
4% of injections. In 1-3% injection was stopped owing 
to severe reaction. Most common reactions were fever 
(8 instances), and nausea with or without vomiting and 
hot flushes (8 instances). Febrile reactions could in 
several instances be traced to accidental contamination 
of the infusion set. In all but one of the nausea cases 
infusion was rapid. Concentration of amino-acids in 
plasma was followed during and after slow injection of 
45 g. of hydrolysed protein in 4-5% concentration. 
Nausea did not seem to be related to the concentration 
of amino-acid in plasma, but possibly to the rate at which 
the concentration rose. Recommendations for infusion 
are given. The utmost care should be taken to avoid 
contamination; final dilutions once set up should be 
given without delay; speed of flow should be adjusted to 
admit not more than 15 g. of hydrolysate per hour. 
J. R. Marrack 


331. Isolation of the Growth-Promoting Factor present 
in the Fatty Acids of Summer-butter 

J. Boer, B. C. P. JANSEN, and A. KENTIE. 
[Nature, Lond.} 158, 201, Aug. 10, 1946. 1 ref. 


The saponifiable fraction of summer-butter was divided 
by fractional distillation and the growth of rats on the 
different fractions compared. Fractions below C 1, had 
no growth-promoting action, but a fraction near C 4, 
containing most probably only vaccenic acid, an isomer 
of oleic acid, when added to a diet of rape oil gave 
growth figures almost as good as summer-butter. In 
2 experiments, the first on 11 litters for 18 days in the 
ninth and tenth weeks, and the second on 9 litters during 
the sixth and seventh weeks, the mean growth figures 
were: on butter 46, rape oil 32, rape oil plus vaccenic 
acid 43; and 47, 32, and 41, respectively. It is concluded 
that the growth-promoting action of summer-butter is 
due to the vaccenic acid. [A fuller description of these 
experiments will appear elsewhere.] A. D. Duff 


Nature 


332. Role of Thiamin and Riboflavin in the Biosynthesis 
of Vitamin C 

S. C. Roy, S. K. Roy, and B.C. GuHA. Nature [Nature, 
Lond.} 158, 238, Aug. 17, 1946. 5 refs. 


The normal synthesis of vitamin C in rats can be 
greatly stimulated by a variety of compounds, in particu- 
In this study it was shown that chloretone 
had this effect without affecting urinary sugar, nitrogen 
and phosphorus, or blood sugar and phosphorus, or 
liver glycogen. The process was also unaffected by 
injection of pyruvate or lactate, or by adrenalectomy or 
pancreatectomy, thus excluding the endocrine factor. 
It was further found that the oxidation of pyruvic de- 
hydrogenase, studied with rat brain tissue using the 
Warburg manometer and the ferricyanide technique of 
Quastel and co-workers (Biochem. J., 1938, 32, 1936), 
was definitely inhibited in aerobic conditions but much 
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less so in anaerobic conditions, which suggests that 
chloretone acts mainly on that part of the system control- 
ling pyruvic acid oxidation in aerobic conditions. 

A further study showed that the stimulating action of 
chloretone was almost completely suppressed in thiamine 
deficiency, but restored by administration of thiamine. 
It was not affected by inanition, by the sparing action of 
fat on thiamine, or in vitamin-B deficiency. A similar 
effect was also noted in the presence of riboflavin defi- 
ciency, the stimulating action of chloretone being inhibited, 
and restored by riboflavin therapy. Following on the 
work of Barron et al. (J. biol. Chem., 1941, 141, 957), 
who showed that thiamine or diphosphothiamin was 
closely associated with pyruvic.acid metabolism, it is 
suggested that thiamine and riboflavin are necessary in the 
transformation of pyruvic acid to ascorbic acid in the 
narcotized rat. A. D. Duff 


333. The Interdependence of the Vitamins. Vitamin B, 
and Riboflavin 

M. C. A. Cross, J. EmpLteton, and K. H. Cowarp. 
Biochemical Journal [Biochem. J.] 40, 458-460, 1946. 
9 refs. 


There is evidence that the response of an animal to a 
dose of one vitamin may be dependent on the amount 
of another vitamin present in the body or in the diet. A 
simple experiment was designed to investigate the influ- 
ence of vitamin B, on the effect of riboflavin and vice 
versa, and to investigate a possible interaction of the two 
vitamins. The basis of the study was the rate of growth 
of rats 4 weeks old. It was found that when vitamin B, 
and riboflavin were added simultaneously to the diet 
doubling the dose of vitamin B, had some effect, and this 
action was increased if the dose of riboflavin was also 
doubled. Furthermore, doubling the dose of riboflavin 
had some effect, which was also increased by doubling 
the dose of vitamin B,. Thus the interdependence of the 
two vitamins was demonstrated. From an analysis of 
the response/log dose curves no evidence of interaction 
of vitamin B, and riboflavin was, however, obtained. 

S.S. B. Gilder 


334. Riboflavin Excretions of Young Women on Diets 
containing Varying Levels of the B Vitamins 

M. V. Davis, H. G. OLDHAM, and L. J. RoBerts. Jour- 
nal of Nutrition (J. Nutrit.] 32, 143-161, Aug. 10, 1946. 
1 fig., 9 refs. 


Twelve healthy women between 19 and 32 served as 
the subjects. There were 5 experimental periods: 
during the first, which lasted 106 days, the average 
intake of riboflavin was 0-29 mg. per 1,000 calories; for 
the next 45 days it was raised to 0-49 mg. per 1,000 
calories; and then for a third period of 41 days to 0-66 mg. 
per 1,000 calories. Supplements of several B vitamins 
were now added for a few days and there was then a 
final period of 20 days when 0-66 mg. per 1,000 calories 
was eaten. The amount of riboflavin in the food, urine, 
and faeces was measured by a microbiological method. 
Towards the end of each period a test dose of about 1 mg. 
of riboflavin was given after a low-vitamin breakfast, and 


the urinary excretion for the following 4 hours was 
determined. No clinical signs of riboflavin deficiency 


’ were detected at any time, even at the end of the period of 


lowest intake when the urinary excretion was at its 
lowest. The observed levels of urinary excretion before 
and after test doses of riboflavin given during the 5 
periods seemed to indicate that 0-49 mg. per 1,000 
calories was adequate to cover the needs of healthy 
active young women. The fact that the faecal excretion 
was in some subjects greater than the dietary intake 
indicates that synthesis of riboflavin occurred in the 
intestine, but no proof was obtained that any such 
vitamin was absorbed after synthesis. 
S. J. Cowell 


335. Thiamine Excretions and Blood Levels of Young 
Women on Diets Containing Varying Levels of the B 
Vitamins, with Some Observations on Niacin and Panto-. 
thenic Acid 

H. G. OLDHAM, M. V. Davis, and L. J. RoBerts. Jour- 
nal of Nutrition [J. Nutrit.] 32, 163-180, Aug. 10, 1946, 
1 fig., 30 refs. 


Studies on the thiamine excretion of 12 healthy active 
women were carried out during periods of intake varying 
from 0-14 to 0-51 mg. per 1,000 calories. The urinary 


. excretion after test doses of thiamine was also measured 


from time to time, as was the concentration of thiamine 
in the blood. Measurements carried out before the 
beginning of the first experimental period indicated 
rather low previous intakes of thiamine, but no clinical 
signs of deficiency were found. The blood levels, 
urinary excretions, and test dose recoveries suggested 
that levels of 0-14, 0-20, and 0-36 mg. thiamine per 1,000 
calories were inadequate, and even 0-51 mg. per 1,000 
calories did not produce a state of tissue saturation. It 
is suggested that at least 1 mg. a day should be included 
in any satisfactory diet for a young woman. A few 
measurements of the amounts of nicotinic acid and 
pantothenic acid consumed and excreted were made. 
The urinary excretion of nicotinic acid remained pretty 
constant at 1 mg. a day in spite of variations in the daily 
intake between 8-7 and 14-5 mg. a day. 
hand, the urinary excretion of pantothenic acid approxi- 
mated closely to the intake at all levels between 2-1 and 
4:7 mg: a day. S. J. Cowell 


336. The Effect of Excess Dietary Calcium on Longevity 
and Tissue Calcium in the Albino Rat 

J. B. and H. H. MitcHeLt. Journal of Nutrition 
[J. Nutrit.] 32, 213-225, Aug. 10, 1946. 16 refs. 


Experiments were planned to explore further the ques- 
tion whether increasing the calcium intake of animals well 
above the amount required to promote adequate growth 
and calcification of the skeleton results in- a general 
improvement in nutritional well-being and longevity, as 
has been claimed from time to time. One group of 24 
rats received a complete diet containing 0-59% of calcium 
for 43 weeks and thereafter 0-22% till natural death 
occurred. A second group of 24 had the same diet with 


On the other. 
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about 1% of calcium for their whole lives, while a third 
group was given 1% of calcium for 43 weeks and then 
069%. There were no significant differences in the 
average weights of the 3 groups of animals at any age. 
The age of the animals at death was so variable within 
each group that it was not possible to say that one level 
of calcium intake was more closely associated with 
longevity than another. It is claimed in some quarters 
that high intakes of calcium may be harmful, especially 
in advanced age, on account of the increased risk they 
bring of pathological calcification of soft tissues. In 
these experiments, however, there was no clear association 
between the calcium content of the diet on the one hand, 
and the amount of calcium deposited in the liver, kidney, 
heart, or muscle, on the other. The main conclusion to 
be drawn from these experiments would seem to be that 
excess Of dietary calcium within the limits tested caused 
no very obvious benefit or harm. S. J. Cowell 


337. Specific and Non-specific Nutritional Effects as’ 


Illustrated in Bone 

L. M. Zucker and T. F. Zucker. American Journal 
of Physiology [Amer. J. Physiol.] 146, 593-599, July 1, 
1946. 3 figs., 11 refs. 


The effects of nutritional deficiencies on skeletal 
growth may be overgrowth, deficient growth, or normal 
growth of bone relative to body weight. 

The three reactions are illustrated in experiments 
showing the effects of deficient diets on the femur matrix 
of the rat, in comparison with the normal matrix-body- 
weight relationship. (1) A diet containing 0-0037% 
calcium fed ad libitum to rats from the fourth to the 
eighth week of life retarded skeletal growth, judged on 
matrix weight, equally with bodily development so that 
the relative weights remained normal. (2) A normal 
diet, pair-fed with the first group, but in quantity just 
sufficient to maintain body weight, and a diet deficient 
in the vitamin-B complex both gave significantly higher 
matrix weights relative to body weight. (3) Three 
protein-deficient diets in which the sole protein source 
was 12 % blood fibrin, or in which the protein was 
derived from crude casein heated in air, or from white 
flour supplemented with 5% cotton-seed flour all gave 
the third type of reaction—namely, a greater inhibition 
of bone growth than of non-skeletal tissue. In a further 
experiment rickets was produced by a 3-weeks deficiency 
of phosphorus. Neither the femur matrix weight nor 
tibia length was altered relative to body weight, though 
the rachitic abnormality was markedly shown in the low 
ash values. The effect of adding increasing supplements 
of 0-2, 0-4, 1-0, 1-5, and 2% phosphorus to the diet was 
clearly shown in the gradual approach of ash values to 
the normal level as the phosphorus content of the diet 
was raised. It is pointed out that a more prolonged 
phosphorus or calcium deficiency will also affect 
matrix growth or bone length. 

A non-specific deficiency is defined as one which affects 
equally the two parts being compared—bodily develop- 
ment and skeletal growth; though both may be retarded 
the ratio remains normal. A specific deficiency affects 


one part more than the other so that the normal pattern 
is altered, but further evidence may be required to deter- 
mine if the alteration is due to overgrowth in the one part 
or defective growth in the other. A. D. Duff 


338. The Effect of Phytic Acid on the Absorption of 
Calcium and Phosphorus. III. In Children 

E. Horr-JORGENSEN, O. ANDERSEN, and G. NIELSEN. 
Biochemical Journal [Biochem. J.] 40, 555-557, 1946. 
4 refs. 


Phytic acid is known to impair calcium absorption in 
adults and children. Since the demand for calcium in 
children is relatively great and their diet is usually rich 
in phytates, the authors conducted an experimental 
investigation into the absorption of calcium and phos- 
phorus in two children with varying amounts of phytate 
in their diets. During the first of three 15-day periods 
a phytate-poor diet was given, followed by a period of 
diet rich in phytate, and lastly by a period of phytate-poor 
diet again. Approximately 0-9 g. calcium was given 
daily throughout. Calcium absorption was greatly 
reduced during the period when phytate was given freely.. 
This reduction was accompanied by an increase in the 
absorption and retention of phosphorus. 

S. S. B. Gilder 


339. The Effects of a High Fat Diet in a Temperate 
Environment 

F. C. ConsoLazio and W. H. Forses. Journal of 
Nutrition [J. Nutrit.] 32, 195-211, Aug. 10, 1946. 2 figs., 
35 refs. 


Feeding tests were lately reported in which it was 
found that a diet composed solely of protein and fat 
(pemmican, made from dehydrated cooked lean meat 
mixed with melted fat) was of no value to human subjects, 
who were as well off for short periods when eating 
nothing. Since these results conflicted with those of 
other trials in which diets composed of meat alone had 
been well tolerated for long periods, a further test was 
undertaken in which the performance of 8 men living for 
9 days on a pemmican diet was compared with that of 
the same men and 4 others living on a mixed diet. In 
this, pemmican fat supplied 71% of the calories. The 
diet was not at all palatable, and only one of the subjects 
could force himself to eat any considerable amount of it 
after the first day or two. There was an average body 
weight loss of 5-9 kg., though tests of physical fitness 
showed no deterioration during the experimental period. 
Losses of body water and salt occurred, with marked 
ketonuria, a prolongation of the rise in blood sugar 
following a test dose of glucose, and in 5 of the 8 subjects 
some increase in the sensitivity to insulin. These abnor- 
malities had all disappeared after 3 days on an ordinary 
diet. These experiments do not prove that high fat 
diets are unsuitable for human subjects, but they indicate 
clearly that the type of pemmican used was unsuitable 
as the sole component of a field ration. 

S. J. Cowell 


Genetics 


340. The Genetical Requirements of Bio-Assays with 
Higher Organisms 
K. MATHER. Analyst [Analyst] 71, 407-411, Sept., 1946. 
7 refs. 


The efficiency of methods of bio-assay in animals and 
plants depends on the use of groups of individuals 
responding as uniformly as possible to the test substance. 
Uniformity of response depends on identical genetical 
constitution and standardized environment. This paper 
discusses the genetical principles and methods applicable 
to the breeding of stocks suitable for assays. There is 
no doubt that heritable differences among individuals in 
a species affect the responses upon which bio-assays 
depend and there is direct experimental evidence of this. 
Heritable variations may depend on the action of one or 
a few genes. The effect of such major genes has been 
extensively studied in genetics, and it is very easily possible 
to recognize true breeding types and to build up stocks 
uniform for the desired characteristic. However, of 
more géneral concern are those variations due to the 
combined action of many genes having similar action— 
qualitative or polygenic variation. These are much more 
difficult to control. With many plants and fungi 
individuals of identical genetical constitution can be 
obtained by a sexual propagation. In such lines mutation 
only can cause heterogenecity, but is sufficiently raré not 
to be of importance. Among organisms that reproduce 
sexually genetical uniformity can be obtained by in- 
breeding: in hermaphrodite organisms by self-mating or 
in dioecious organisms by brother-sister or parent— 
offspring mating. Introduction of inbreeding gives rise 
to a number of lines which become homogeneous. 
Calculations of the rate at which a line will attain homo- 
zygosity have been made, but are based on the assump- 
tion that parents are chosen at random. Some attempts 
to obtain homogeneous lines have failed owing to the 
unfortunate choice of heterozygous individuals by 
pursuing a policy of selection of individuals with a 
certain characteristic. An unconscious selection may 
also result from a lowered fertility of the homozygotes. 
Relative infertility and depression of vigour are often 
noted in pure lines, but are seldom sufficient to detract 
from their value for assays. Often it is advantageous to 
use the first cross between two pure lines, as such F, 
hybrids may be more vigorous and stable. 

The author points out that these principles are well 
established, but that more information is required in 
their application to those animals commonly used in 
assays and to the responses upon which assays are based. 
As an example of where further progress may be made, 
attention is drawn to the occasional linkage of inherited 
characters. It is suggested that in the inbreeding of 
small animals it may be advantageous to use a piebald 
stock and to select the animals with the most uniform 
markings. There will then be a corresponding selection 


of those genes affecting assay character which are linked 
with those genes associated with coat markings, and a 
rapid attainment of homozygosity for these genes will 


result. D. G. ff. Edward 
341. The Genetical Aspects of Bio-assays with Micro- 
organisms 


G. Pontecorvo. Analyst [Analyst] 71, 411-413, Sept. 
1946. 7 refs. ; 

This paper discusses ways in which a geneticist can 
help in producing strains of micro-organisms suitable for 
biological assays. There are two main genetical aspects 
of such assays—the control of variability and the control 
of specificity of response. Variability is partly due to 
inheritable differences between the cells of a culture. In 
moulds and yeasts a strain of absolute purity can be 
started by propagation from a single spore. Mutations, 
however, produce inheritable variations, so that lines 
started subsequently by culture from single spores differ 
from each other and from the original strain. Mutants 
also occur in bacterial cultures. In a sensitive strain of 
staphylococci cells resistant to penicillin arise; they 
do not appear in response to penicillin but are made 
evident by its presence. There is no method for diminish- 
ing the frequency with which resistant organisms occur 
and it is not likely to be reduced by freeze-drying. 

Potentially the most important contribution of the 
geneticist is the artificial production of strains of micro- 
organisms suitable for assays. Genes act by controlling 
specific steps in metabolic reactions. It is possible by 
irradiation to inactivate a gene and thereby block its 
associated metabolic reaction. Descendants of that 
organism will carry the inactivated gene. Therefore 
strains can be induced lacking the ability to synthesize an 
essential metabolite. That metabolite has to be added 
to the culture medium and so the strain can be used for 
its assay. Already many such strains have been obtained 
covering the synthesis of a wide variety of amino-acids 
and water-soluble vitamins. Sometimes several mutants 
with inability to synthesize the same metabolite will 
occur. The most useful will be the one which is most 
specific and where the block is in the last stage of synthesis. 
The artificial production of mutants has several advan- 
tages. No natural strain of organism may be known 
which could be used for a particular assay. A more 
specific strain may be obtained with the block at the last 
stage of synthesis. Moreover, from one organism, pre- 
ferably one able to grow on a simple medium, an array 
of mutants can be produced, each requiring a different 
metabolite. 

In conclusion the author states that it is for the 
assayist to suggest the substances for which test organisms 
are required and to indicate where naturally-occurring 
organisms should be improved. With his present know- 
ledge the geneticist can try to provide this material. 

D. G. ff. Edward 
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Pharmacology and Therapeutics 


342. Pharmacological and Clinical Studies of Tridione 
with Special Reference to its Analgesic Action 

R. K. RicHArpDs, G. M. Everett, and K. L. PICKRELL. 
Current Researches in Anesthesia & Analgesia (Curr. Res. 
Anesth.] 25, 147-151, July-Aug., 1946. 10 refs. 


“Tridione”’ is 3,3,5-trimethyloxazolidine-2,4-dione, 
and has a low toxicity. In animals it has a transitory 
yaso-depressor action and no effect on respiration. In 
human beings less than 3% is excreted by the kidneys. 
It has a marked anti-convulsant action and has been used 
in grand and petit mal. It is also an analgesic; measure- 
ments of the pain threshold and clinical trials confirm 
this. It can be given orally or by subcutaneous, intra- 
muscular, or intravenous injection. Pain was relieved in 
3 cases of advanced carcinoma in which morphine 
either did not relieve the pain or caused depression 
of respiration. Up to 20 ml. of 10% tridione had no 
effect on the respiration or blood pressure. Some 
stinging was caused when the drug was given hypo- 
dermically or intramuscularly. Altogether it has been 
used in 110 cases. Ambulatory epileptic patients treated 
with tridione have reported visual disturbances (glare, 
with objects appearing white) in bright light. These 
disturbances are commoner in adults than children, and 
disappear soon after withdrawal of the drug. Tridione 
does not appear to be habit-forming. 

W. Stanley Sykes 


343. Histamine Treatment of Headache. (Histaminbe- 
handling af Hovedpine) 

H. StUrup. Ugeskrift for Leger (Ugeskr. Leg.] 108, 
771-773, Aug. 1, 1946. 9 refs. 


The histamine treatment of headache originated in 
experiments carried out in the United States of America 
in which the injection of histamine was shown to produce 
headache in subjects who had not been previously liable to 
spontaneous headaches. There was little effect in the 
normal subjects, suggesting that headache was due to 
sensitivity to histamine. In 1939 Horton described 
“ spontaneous histamine headache ”’, a syndrome resem- 
bling migraine which could be reproduced by the subcu- 
taneous injection of 0-5 mg. of histamine. With the 
object of reducing a presumed hypersensitivity to hista- 
mine, increasing doses of the drug were given subcu- 
taneously, and in most cases cure resulted. 

In the author’s material there were 7 cases of chronic 
headache lasting from 7 months to 43 years, with an 
average duration of 13-75 years. In 6 of the cases 
there was no organic cause for the headache. Sensitivity 
was tested by injecting 0-5 mg. histamine subcutaneously ; 
in 6 cases typical headache resulted. Desensitization 
was carried out in all cases by giving 0-3 ml. 1 in 10,000 
histamine hydrochloride subcutaneously twice on the 
first day, 0-4 ml. twice on the second day, and similarly 


up to 09 ml. Then 1 ml. (=0-1 mg. histamine) was 
given every other day up to the fourteenth day. As an 
immediate result of this treatment 4 patients were cured, 
2 showed great improvement, and 1 remained unchanged 
not, however, the one who showed no sensitivity to the 
initial test dose. A follow-up after 5 months gave 
3 patients cured, 3 improved (2 markedly), and 1 
unchanged. The last case showed chronic sinusitis 
on x-ray examination, and the headache was ascribed 
to this cause; this case, however, gave a positive response 
to one test dose. When retesting for sensitivity was 
carried out the same results were obtained as before, but 
the headache produced was much less severe, showing that 
Sensitivity to histamine had in fact been reduced by 
treatment. D. J. Bauer 


344. The Use of Histamine in the Treatment of Sea- 
sickness 

Bulletin of the U.S. Army Medical Department [Bull. U.S. 
Army med. Dept.) 6, 118, Aug., 1946. 1 ref. 


The effects of histamine were studied in 54 U.S. Army 
personnel, all of whom were confined to bed with sea- 
sickness on their first voyage. A preliminary test of 
sensitivity was made by intradermal injection of 0-1 mg. 
of histamine, and 15 controls showing all degrees of 
sensitivity were selected. The remaining 39 patients 
were given 0-5 mg. of histamine intramuscularly every 
3 hours. After 3 injections all were improved and 37 
were symptom-free. All the controls were still sick. 
Further studies are advised. 


S. S. B. Gilder 


345. Evaluation of Beta-dimethylaminoethyl Benzhydryl 
Ether Hydrochloride (Benadryl) in the Treatment of 
Urticaria, Scleroderma and Allied Disturbances ; 
P. A. O'Leary and E. M. Farser. Proceedings of the 
Staff Meetings of the Mayo Clinic |Proc. Mayo Clin.] 21 
295-297, Aug. 7, 1946. 


Ina period of 11 months “‘ benadryl” has been admin- 
istered to 186 patients, 35 of whom suffered from acute 
urticaria. They took the drug every 3 to 4 hours in doses 
varying from 50 to 100 mg. Twenty of the patients were 
completely relieved in 1 to 2 days, 12 were improved with 


~less pruritus and fewer and smaller wheals; 3 did not 


benefit. Toxic reactions occurred in 10, but were not 
severe enough to warrant discontinuance of treatment. 
Seventy-five patients with chronic urticaria were treated; 
48 of these had complete relief during treatment and 
whenever this was resumed; 17 improved, and 10 did not 
benefit. Twenty-five patients (one-third of those treated) 
complained of toxic symptoms and 8 of them could not 
continue the treatment because of severe reactions. In 
atopic dermatitis it was used only as an adjunct to other 
treatment in 25 patients, and results are therefore 
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difficult to assess. It relieved paroxysms of pruritus in 
8 of them. No other benefits were observed. Of 38 
patients with pruritus from other causes (contact 
dermatitis, jaundice, psoriasis, toxic pruritus) only 6 
obtained a certain relief. It is not an effective anti- 
pruritic drug. Nine patients with acrosclerosis and 4 with 
scleroderma received benadryl orally in daily doses of 
200 to 800 mg. In acrosclerosis 7 patients became capable 
of bending their fingers and making a fist, which they had 
been unable to do before owing to the local oedema. 
Skin oedema decreased in 2 out of 4 cases of scleroderma. 
A 65-year-old woman developed increased mobility of 
her hands and remained without swelling and pain for 
5 months. Recurrence occurred when her treatment was 
interrupted. A 24-year-old waitress with painful ulcers 
on the finger tips and swelling of the skin on face, chest, 
and hands received 500 mg. per day for 6 months, and as 
the lesions have disappeared is now able to work. 

In 58 out of 186 patients (31%) there were toxic reac- 
tions. In order of frequency these were: drowsiness, 
dizziness, and dryness of the mouth. They usually occur 
in the first few days and disappear after a few weeks of 
treatment. Only 10 patients developed late reactions 
after daily use for several months. Treatment of 
urticaria and allied dermatoses should begin with small 
doses such as 50 mg. 3 times daily, and the minimum 
effective dose should be found by gradual increase. 
In general it acts by reducing skin oedema. In other 
conditions 300-400 mg. per day may be required for 
several weeks, but may be decreased later on. Indis- 
criminate use of benadryl is to be discouraged as serious 
toxic reactions have been observed such as loss of 
judgment, confusion, or the sudden onset of drowsiness. 

E. M. Fraenkel 


the Anti-Histamine Drug, Benadryl 
L. C. Topp. North Carolina Medical Journal [N.C. 
med. J.] 7, 308-311, July, 1946. 13 refs. 


Lewis advanced the theory that the acute allergic 
reaction is produced when the H substance or histamine 
is liberated by the combination of antigen and antibody. 
The chief characteristics of the reaction are: (1) smooth- 
muscle spasm, as evidenced by bronchospasm in the 
human being and by anaphylactic shock in the guinea- 
pig; (2) increased capillary permeability, as evidenced 
by urticaria. Among the histamine antagonists are 
adrenaline and atropine, both of which have side effects 
more important than their histamine-inhibiting action. 
Other substances unsuccessfully employed have included 
ethylene disulphonate, hapamine (a combination of 
histamine and horse serum), and histaminase. 

Benadryl (or B-dimethylaminoethyl benzhydryl ether 
hydrochloride) was first used in experimental animals, 
the first clinical report of its use in urticaria in man 
being by Curtis and Owens in 1945 (Univ. Hosp. Bull., 
Ann Arbor, 11, 25). This drug was found to be 15 to 30 
times more active than aminophylline in the alleviation 
of histamine shock in guinea-pigs. Jn vitro experiments 
show benadryl to be 650 times as active as papaverine 
in controlling the contractile response of guinea-pig 
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smooth muscle to histamine, 50 times as active against 
acetylcholine, and 1:3 times as active against barium 
chloride. Benadryl used clinically has caused drowsin 
dizziness, dry mouth, and nervousness. The toxicity is 
however, low, and no untoward effects have been found 
even in patients using the drug Tor as long as 6 months, 
The dosage recommended by the author is an initial 
one of 20 to 40 mg. intravenously or intramuscularly 
together with 200 mg. daily by the mouth. The injec- 
tions are discontinued as soon as substantial relief js 
obtained, and the oral dose reduced to 50 mg. daily, 
or on alternatesdays, as soon as complete relief occurs, 
For children up to the age of 14 the oral.dose of 2 mg, 
per Ib. (0-5 kilo) of body weight is suggested, in the form 
of an elixir containing 10 mg. per 4 ml. The author 
reports a series of more than 200 cases with adequate 
clinical trial in 188. He obtained successful results in 
the symptomatic relief of acute allergic manifestations: 
in the chronic cases symptoms recurred promptly when 
the drug was discontinued. 

Among the other uses of benadryl are: (1) to relieve 
symptoms of urticaria or rhinitis until specific desensitiza- 
tion becomes effective; (2) to control the distressing 
symptoms ‘which may occur when an excessive amount 
of histamine is liberated on skin testing; (3) to obtain 
control of urticaria following liver injections, penicillin, 
or sulphonamides, angioneurotic oedema, and serum sick« 
ness. It acts more promptly than adrenaline and with 
fewer side effects. Chronic allergic conditions, such as 
asthma, chronic eczematoid dermatitis, chronic rhinitis 
with polypoid degeneration, respond partially or not at 
all. A warning is given against the indiscriminate use 
of benadryl on account of a possible depression of the 
haematopoietic system. Geoffrey McComas 


347. The Effect of Methylxanthines on the Prothrombin 
Time and the Coagulation of the Blood 

D. ScHerF and M. SCHLACHMAN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 212, 83-89, 
July, 1946. 1 fig., 11 refs. 


After injection of 0-5 g. aminophylline intravenously 
into 22 patients the prothrombin time (modified Quick 
method) was shortened in 21 by an average of 4-7 seconds. 
This shortening was generally greatest at 3 hours after 
injection. The plasma coagulation time (modified 
Howell method) was shortened in 18 out of 20 of the 
same cases, while 15 of these showed shortening of more 
than a minute. After intravenous theophylline with 
sodium acetate, 11 out of 12 cases showed decreased 
prothrombin times, the average decrease being 4:29 
seconds; 8 had a shortening of coagulation time, 4 a 
lengthening. There was no correlation between the 
effect on prothrombin and coagulation times. Theo- 
bromine or aminophylline was given to 14 patients by 
the mouth; 10 showed a shortening of the prothrombin 
time which averaged 4-65 seconds; coagulation time was 
shortened in 7 cases and lengthened in 7 others. The 
authors consider that the use of methylxanthines in 
bedridden patients may augment the danger of coronary 
and other venous thromboses. 


Marjorie Le Vay 
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348. The Present Status of Folic Acid 
L. J. Berry and T. D. Spies. Blood [Blood] 1, 271-306, 
July, 1946. 5 figs., 149 refs. 


This paper consists of a review not only of recent 
reports of clinical trials with folic acid, but also of the 
literature. 

The story begins with the discovery in 1940 that extracts 
of animal and plant tissues are essential for the growth of 
Lactobacillus casei and certain other lactic acid bacteria. 
This growth factor, which is particularly abundant in 
liver and yeast, was accordingly designated the “ L. 
casei factor”. The following year a highly concentrated 
substance having similar biological properties was 
obtained from spinach, and, in view of its source, it was 
named “ folic acid ’’. 

Contemporaneously with this work a new vitamin, 
referred to as “* vitamin Bc”’, was found to be necessary 
for the normal growth and haematopoiesis of the chick. 
This substance was isolated in crystalline form from liver, 
and since it was found to be also a highly active growth 
factor for lactic acid bacteria it was thought to be closely 
related to, if not identical with, the folic acid group of 
substances. At least 4 crystalline compounds having 
similar but not identical properties have so far been 
isolated from liver, yeast, and other sources. Their 
relationships are net yet fully understood. 

The discovery that certain pyrimidine and purine bases, 
particularly thymine, could be substituted for the folic 
acid group in promoting bacterial growth led to the 
suggestion that the biological action of folic acid might 
depend upon its participation as a co-enzyme in the 
synthesis of thymine, or some related compound, 
utilized in the production of nucleic acid required for 
cellular growth. 

In 1945 the synthesis was announced of a compound 
having properties the same as, or similar to, the crystal- 
line L. casei factor previously isolated from liver, and in 
1946 the formula shown was announced. 


COOH 
HOOC—CH,—CH 


‘tions, the findings of which may be summarized as 


follows. Synthetic folic acid produces a haematological 
response, similar to that resulting from adequate liver 
therapy, in many types of megaloblastic anaemia, in- 
cluding Addisonian pernicious anaemia, as well as those 
associated with the sprue syndrome, malnutrition, 
pregnancy, and infancy. It is ineffective in anaemias 
associated with normoblastic erythropoiesis. Unlike 
liver extracts, folic acid appears to be equally efficacious 
whether given orally or parenterally in the same dosage. 
Doses as small as 2 mg. daily have been effective, while 
a dose of 400 mg. has been given by the mouth without 
ill effects. The average dosage likely to be effective in 
most cases appears to be in the region of 20 mg. daily 
by the mouth. Reports of the complete restoration of 
blood levels to normal with folic acid have not yet been 
published, but “* Spies, in unpublished observations, has 
had cases of Addisonian pernicious anaemia, nutritional 
macrocytic anaemia, and sprue which have given com- 
plete remission and have developed normal blood values. 
In those cases which did not develop entirely normal 
blood values, synthetic vitamins and liver extract were 
tried independently and together and in no instance 
produced any augmentation”. [It should be noted that 
Davidson and Girdwood have recently reported cases of 
refractory megaloblastic anaemia which showed only 
partial remission with folic acid, but further improvement 
with proteolysed liver given orally.] 

In sprue, unpublished observations by Spies and his 
colleagues indicate that folic acid has a profound effect 
on the alimentary tract as shown by radiology and the 
character of the stools. Folic acid exerts no effect on 
the blood picture of normal individuals. It appears to 
be without effect in the leucopenia of influenza, and the 
panhaematopenia of myelophthisic and idiopathic states, 
although there is evidence that it may ameliorate the 
leucopenia produced by radiotherapy. Thymine has 
been found effective in Addisonian pernicious anaemia 
when given orally in daily doses ranging from 6 to 10-2 g. 


Ny, NH; 
| 
—CH 
OH 


acid. 


The name “ pteroylglutamic acid ” was suggested. 

Apart from the effect of folic acid or vitamin Bc on 
blood formation in the chick, the haematopoietic activity 
of folic acid and related substances was also demon- 
strated by their ability to cure so-called vitamin-M 
deficiency anaemia in monkeys. Furthermore, it was 
found that anaemic and leucopenic states produced in 
tats by defective diets with or without the addition of 
sulphaguanidine and succinyl sulphathiazole could be 
prevented and cured by the administration of the folic 
acid group. 

The first significant clinical results with folic acid were 
reported by Spies et al. (South. med. J., 1945, 38, 707), 
using the new synthetic preparation. These observations 
have since been amplified by well over a dozen publica- 


The relation of folic acid to the active principle in liver 


extracts is discussed. It is considered that it is highly 
improbable that the two are identical, since complete 
remissions have not yet been obtained with the quantity 
of folic acid known to be present in therapeutic doses of 
liver extract. Regarding the mode of action of folic 
acid, Spies suggests that it functions as part of an enzyme 
system, being liberated from food, in which it occurs as a 
conjugate, and being built up within the body into the 
anti-pernicious anaemia factor. Since the effective dosage 
of folic acid exceeds the amount present in potent doses 
of refined liver extract, it is thought that folic acid 
conjugates may be stored in the body, and that liver 
extract may contain a substance capable of liberating 
from them the substance which acts on the bone marrow. 
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[While the therapeutic possibilities of folic acid are 
distinctly promising, it is clearly desirable that it should 
not be substituted for liver extracts in the routine main- 
tenance treatment of Addisonian pernicious anaemia until 
its ability to maintain a state of remission free from 
neurological and other complications has been estab- 
lished. Since this paper is itself an abstract, it is not 
feasible to summarize it adequately here. The original 
should be read by those especially interested.] 

L. J. Davis 


349. The Therapeutic Effect of Folic Acid in Tropical 
Sprue 

T. D. Spres, R. M. SuAREZ, R. M. SuAReEz, Jr., and 
F. HERNANDEZ-MoRALES. Science [Science] 104, 75-76, 
July 26, 1946. 7 refs. 


Folic acid has already been found to be an effective 
substance in the treatment of pernicious anaemia and 
nutritional macrocytic anaemic. The present report 
demonstrates its efficacy in tropical sprue. Folic acid 
is present in small quantities in liver, yeast, and other 
foods. The studies of Spies and his associates showing 
the remarkable improvement in the blood picture of 
persons with Addisonian pernicious anaemia, nutritional 
macrocytic anaemia, the macrocytic’ anaemia of preg- 
nancy, pellagra, and now of tropical sprue reveal the 
close relationship between the fields of haematology and 
nutrition. The world’s largest reservoir of nutritional 
macrocytic anaemia and of sprue is the British Empire. 

From a number of patients, 5 were chosen and admitted 
to hospital. The criteria used in their selection were: 
(1) the patient must have macrocytic anaemia as deter- 
mined by Wintrobe indices; (2) the bone marrow must 
show the typical erythroblastic arrest seen in macrocytic 
anaemia; (3) the erythrocyte counts must be below 
2,500,000; (4) the patient must be untreated or he must 
not have been treated recently enough to interfere in any 
way with the evaluation of the effect of folic acid; 
(5) he must have persistently low reticulocyte counts 
during the period of observation; (6) he must have 
glossitis, and diarrhoea characterized by fatty stools. 
Four of the patients were restricted to a diet devoid of 


Antianaemic Effect of Folic Acid on Tropical Sprue 


Hb. Reticulocytes 
(%) (%) acid 


Dosage of folic 


Initial day 
Final day 
Initial day 
Final day 
First day of rise 
No. of days 


$3238 | Daily dosage, mg. 


PHARMACOLOGY AND THERAPEUTICS 


meat, kidney, yeast, liver, and other meat products, 
Case 5 received some meat and meat products. 

Following the oral administration of folic acid the 
clinical improvement was so striking that on the third or 
fourth day an increase in the sense of well-being and 
strength was noted. The patients’ appetite ge 

“indigestion”, anorexia, sore tongue, pallor, 
exhaustion disappeared, and the amount of the al 
decreased. This improvement occurred at the onset of 
the remission, which was characterized by a reticulo- 
cytosis beginning on the third or fourth day and showing 
a peak about the sixth day. The reticulocytosis wag 
followed by an increase in the number of the erythrocytes 
and in the haemoglobin. All the patients showed a 
typical haematopoietic response following the administra- 
tion of folic acid under conditions that make it certain 
that the folic acid produced the results. 

These and additional patients are being investigated to 
determine the long-term effects of folic acid on this 
disease. Geoffrey McComas 


350. The Action of Mersalyl, Calomel, and Theophylline 
Sodium Acetate on the Kidney of the Rat 

S. E. Dicker. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.) 1, 194-209, Sept., 
1946. 26 refs. 


Adult rats were given mersalyl, calomel, or theophyl- 
line sodium acetate by intramuscular injection, and the 
last sometimes by the mouth. [The doses which follow 
are given in mM (millimols) per 100 g. body weight. 
Small doses, 0-0006 of mersalyl or 0-00027 of calomel, 
caused no diuresis but increased glomerular filtration rate. 
Larger doses of calomel were toxic and caused anuria. 
Larger doses (0-0027) of mersalyl were markedly diuretic 
after 10 hours, but only in well-hydrated rats, and glo- 
merular filtration rate was correlated with urine flow. 
Similar results followed 0-01 of theophylline sodium 
acetate. Both diuretic and non-diuretic doses caused 
increased glomerular filtration and increased tubular 
reabsorption as compared with controls, but with diuretic 
doses tubular reabsorption was less than with non- 
diuretic. ’ V. J. Woolley 


351. Effect of Guanidine and Synthalin on the Citric Acid 
Metabolism. [In English] 

J. MARTENSSON. Acta Medica Scandinavica [Acta med. 
scand.] 125, 82-94, Aug., 1946. 3 figs., 28 refs. 


After reviewing at length the use of guanidine com- 
pounds in diabetes mellitus the author shows expefi- 
mentally that guanidine and synthalin (decamethylene- 
diguanidine) raise the citric acid content of the serum 
(Ci/s). Guanidine or synthalin was administered sub- 
cutaneously or by slow intravenous injection (during 
5 minutes) to rabbits, some of which had been anaesthe- 
tized with urethane (1-25—1-50 g. per kilo of body weight). 
Specimens of blood were taken from the marginal vein 
of the ear, or, in anaesthetized animals, from the carotid 
artery. The Ci/s was determined by Thunberg’s enzymic 
method as modified by the author (Acta physiol. scand., 
1940, 1, Suppl. ID. Duplicate determinations assured 
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an accuracy of 3%. Guanidine in doses of 150 mg. per 
kilo of body weight caused an increase of the Ci/s from 
90 pg. to 225 wg. per ml. of serum after 35 minutes, and 
remained at that level for 3-4 hours; there were no 
visible toxic effects. Synthalin in doses of 4-8 mg. per 
kilo of body weight was highly toxic, and the Ci/s rose 
from levels below 100 yg. per ml. to levels between 150- 
300 pg. per ml. The excretion of intravenously ad- 
ministered citric acid (SO-86 mg. per kilo of body 
weight) was retarded by prior administration of guanidine 
or synthalin. While control animals showed a return 
to normal Ci/s levels within 2 hours, one of the animals 
that had been given 150 mg. of guanidine per kilo of 
body weight did not show a return to a normal Ci/s level 
before 5 hours; in 2 other animals which had been 
given 3 mg. of synthalin per kilo and 150 mg. of guanidine 
per kilo of body weight respectively, the Ci/s levels 
remained abnormally high (250 pug. and 150 yg.), and 
the animals died 3 and 6 days later respectively. The 
author formulates the hypothesis that cases of reaction 
and death after transfusion of citrated blood as reported 
by Mont et al. (Amer. J. Dis. Child., 1933, 45, 32) may be 
due to citrate poisoning on account of hyper- 
guanidinaemia. The inhibition of citric acid elimination 
may be secondary, due to accumulation of other meta- 
bolites that inhibit citric acid elimination, such as malic 
and pyruvic acid. M. B. Klein 


352. The Testing of Drugs against Exoerythrocytic Forms 
of P. gallinaceum in. Tissue Culture 

I. M. Tonkin. . British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 1, 163-173, Sept., 
1946. 1 fig., 5 refs. 


The exoerythrocytic stage of Plasmodium gallinaceum, 
described by James and Tate (Parasitology, 1938, 
30, 128), was cultivated by Hawking (Trans. R. Soc. 
trop. Med. Hyg., 1945, 39, 245). The tissue culture tech- 
nique has been adapted for testing the effect of drugs 
against this phase of the plasmodium. Ten-day-old 
chicks are injected with sporozoites of P. gallinaceum 
and killed 7-8 days later when heavily infected with 
tissue forms. Spleen is removed aseptically, minced fine 
in Tyrode’s solution, and set up in Carrel flasks, each of 
which contains 3-4 coverslips, arranged on the 
floor of the flask without touching one another. The 
fluid phase consists of Tyrode’s solution containing 20% 
(v/v) chick serum and 3-4% (v/v) chick embryo 
extract; 0-05°, phenol red is added to indicate changes 
in the pH of the medium. Penicillin 0-5 unit/ml. is 
added to prevent bacterial contamination. Drugs to be 
tested are dissolved in Ringer’s solution, sterilized by 
boiling, and appropriate concentrations made by serial 
dilution ; 2-5 ml. volumes of the fluid phase are then 
run into the flasks containing the infected spleen 
explants, followed by 0-5 ml. volumes of the drug solu- 
tions: the control flasks receive 0-5 ml. volumes of sterile 
Ringer’s solution in place of drug. A series of flasks is 
thus set up with the same infected material in contact 
with varying concentrations of several different drugs. 
The flasks are incubated at 37° C. for 7-10 days. 
Slides are fixed in methyl alcohol, stained with Giemsa, 


and examined microscopically. 
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Where no parasites can 
be demonstrated under the microscope the result is con- 
firmed by inoculation of the fluid phase into chicks with 
observation of the presence or absence of subsequent 
infection. 

The following compounds were investigated: sulpha- 
thiazole, sulphadiazine, 2-(m-aminobenzenesulphon- 
amido)-pyrimidine (N-2-pyrimidylmetanilamide — in 
U.S.A.), sontoquin (3-methyl-4-diethylaminoisoamyl- 
amino-7-chloroquinoline sulphate), streptomycin, strep- 
tothricin, quinine bisulphate, mepacrine hydrochloride, 
pamaquin dihydrochloride, paludrine acetate (Nj,-p- 
chlorophenyl-N,-isopropylbiguanidine acetate), M 4430 
(N,-p-chlorophenyl-N;-methylisopropylbiguanidine ace- 
tate), stilbamidine and p-anisylguanidine nitrate. No 
activity was exerted by mepacrine, sontoquin, M 4430, 
or stilbamidine: pamaquin and paludrine were relatively 
ineffective and toxic to the cells. Sulphathiazole, sulpha- 
diazine, and m-aminobenzenesulphonamidopyrimidine — 
were effective in concentrations of 0-05, 0-2, and 0-1 
mg./100 ml.: p-anisylguanidine nitrate was effective ina 
concentration of 0-5 mg./100 ml.: streptothricin and 
streptomycin in 2:5 mg./100 ml. (+10 units per ml.) and 
250 mg./100 ml. (=500 units per ml.). Quinine showed 
a slight antiparasitic activity but was toxic to macro- 
phages. The antiparasitic activity of sulphathiazole 
could be inhibited by p-aminobenzoic acid, one molecule 
of the inhibitor corresponding to 270 molecules. of the 
drug. No inhibition of the m-sulphonamide, m-amino- 
benzenesulphonamidopyrimidine by m-aminobenzoic 
acid could be demonstrated. Sulphathiazole; added 
to parasites already growing in tissue culture, appears to 
reduce the power of division of the parasites. 

G. M. Findlay 


352a. The Chick-embryo in Chemotherapeutic Research 


J. FrANcis. Proceedings of the Royal Society of Medi- 
cine [Proc. R. Soc. Med.) 39, 796-799, Oct., 1946. 
1 fig., 13 refs. 
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353. Primary ‘Tularemic Pneumonia Treated with 
Streptomycin 
R. B. CoHeN and R. Lasser. Journal of the American 
Medical Association [J. Amer. med. Ass.] 131, 1126-1127 
Aug. 3, 1946. 3 figs., 11 refs. 


The illness in the case described here-began suddenly 
with fever and general malaise, the patient being a negro, 
a stevedore, aged 33. Three days later, cough and 
sputum developed, but without dyspnoea or chest pain. 
Penicillin and sulphadiazine were tried without effect. 
Twelve days after the onset he was admitted to the Jewish 
Hospital, Brooklyn. At that time signs of consolidation 
were present in the right lower lobe and the patient was 
acutely ill. Sputum and blood cultures were negative 
for acid-fast or other organisms. The white blood count 
was 9,600 per c.mm. From the right base 500 ml. of 
dark yellow fluid was aspirated, and this was non- 
purulent and sterile on culture. The patient was given 
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800,000 units of penicillin and sulphadiazine 1 g. every 
4 hours. In spite of this treatment the temperature 
remained at a steady level between 104° and 105° F. 
(40° and 40-6°C.). Breathing became difficult and 
rapid, and the patient was placed in an oxygen tent. 
He was irrational and incontinent of faeces and urine. 
It was thought at this time that the diagnosis was an 
atypical pneumonia of virus causation. Agglutinations 
for tularaemia and plague were done because of the 
severity of the patient’s course. It was thought that his 
occupation as a stevedore might have brought him into 
contact with infected material or rodents, and tularaemia 
particularly was not likely to be cultured on ordinary 
media. First agglutinations for tularaemia were obtained 
on the twenty-fourth day of the illness in a dilution of 
1: 160. The titre gradually rose to 1: 1280 on the 
thirty-seventh day. Careful questioning of the patient’s 
family disclosed that 3 days before the onset of the illness 
he had gone rabbit-hunting on Long Island, and had 
killed a rabbit, but did not skin or eat it. Streptomycin 
therapy was instituted. After 1,000,000 units and in 
48 hours, definite improvement was observed. He became 
rational and continent and his temperature settled. He 
received a total of 7,062,000 units of streptomycin given 
intramuscularly and intravenously over a period of 10 
days. Chest radiographs showed pronounced clearing, 
but on discharge from hospital, 85 days after admission, 
the radiographs still showed infiltration at the right base. 
The authors in their comment feel justified in attri- 
buting the recovery of the patient to streptomycin. 
Pneumonic tularaemia is attended with a mortality of 
from 30 to 60% as compared with the overall mortality 
of uncomplicated tularaemia of 5-10%. Until recently 
the therapy of tularaemia has consisted solely in the use 
of supportive measures. Penicillin and sulphonamide 
drugs have been ineffective. They quote Foshay and 
Pasternack (J. Amer. med. Ass., 1946, 130, 393) as being 
the first to report the good effects of streptomycin in 
human tularaemia, while Heilman (Proc. Mayo Clin., 
1944, 19, 553) has shown that Pasteurella tularensis is 
sensitive to streptomycin in vivo and in vitro. A con- 
centration of 0-1-0-3 unit per ml. sufficed to exert a 
bacteriostatic effect on various strains of the organism. 
This work suggests that the dosage of streptomycin 
should be about 1-2 million units per day to obtain levels 
of 1-3 units per ml. of serum. W. E. Lloyd 


354. Streptomycin in the Treatment of Tuberculosis of 
the Urinary Tract 

E. N. Cook, L. F. Greene, and H. C. HinsHaw. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic (Proc. 
Mayo Clin.) 21, 277-280, July 24, 1946. 


Twelve patients with tuberculosis of the kidney in 
whom surgical treatment was impossible were treated 
with streptomycin injected intramuscularly every 3-4 
hours. The dosage was at first 0-2 g. per day, but this 
was soon increased to at least 1 g. per day; 1 patient 
has received 200 g. in 254 days. Six of the patients 
noted striking improvement in the vesical symptoms 
of severe dysuria. Four patients (whose vesical 
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symptoms consisted chiefly of frequency of micturition) 
noted no relief. Of 6 patients examined by cystoscope 
there was definite improvement in the appearance of the 
bladder in 3 (1 returned to normal) and no improvement 
in the other 3. Pyuria was definitely diminished in 
patients. The number of tubercle bacilli in the urine 
seemed to be diminished. In 2 cases the urinary sedi- 
ment was not infective for guinea-pigs, in the other 10 
it continued to contain infective tubercle bacilli. It is 
concluded that streptomycin exerts at least a temporary 
beneficial effect in a reasonable number of cases but that 
it is not a substitute for the surgical treatment of most 
patients who have tuberculosis of the urinary tract. 
F. Hawking 


355. Experimental Study of the Development of Resistance 
to Streptomycin by some Bacteria Commonly Found in 
Urinary Infections 

C. Q. KNnop. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 21, 273-276, July 24, 
1946. 4 refs. 


In this study 13 strains of organisms were used, which 
had been obtained from urine; they included E. coli, 
Aerobacter aerogenes, Strep. faecalis, Ps. aeruginosa, 
and Proteus. Their sensitivity to streptomycin was tested 
by streaking on agar plates containing appropriate 
amounts of the antibiotic. Ps. aeruginosa was just 
inhibited by 100 units per ml. and the other organisms 
by 3-1-12-5 units. The organisms were then grown in 
broth or urine containing increasing amounts of strepto- 
mycin, subsequent subcultures being made every 48 
hours from the tube with the highest tolerated concentra- 
tion of the compound. After 17 transfers all the strains 
had become resistant to 1,000 units per ml. The Pseu- 
domonas strains became fully resistant after 3 such 
transfers and most of the other strains became resistant 
after 4-8 transfers. It is concluded that if infections of 
the urinary tract are treated with streptomycin the initial 
doses should be high in order to control the infection 
quickly and prevent resistance developing. The urine 
should also be made alkaline since streptomycin is much 
more active in an alkaline medium. F. Hawking 


356. Investigation into the Production of Bacteriostatic 
Substances by Fungi. Preliminary Examination of the 
Fifth 100 Species, all Basidiomycetes, Mostly of the 
Wood-destroying Type 

W. H. Wirkins. British Journal of Experimental Patho- 
logy (Brit. J. exp. Path.] 27, 140-142, June, 1946. 11 
refs. 


The examination of 100 wood-destroying Basidio- 
mycetes for the production of bacteriostatic substances is 
reported: The fungi were grown on malt, potato 
dextrose, and modified Czapek-Dox agar plates at 
25°C., and tested by the “strip method previously 
described by the author (Nature, 1944, 154 578). In 
cases giving a positive result appropriate portions of the 
fungal colonies were floated on the surface of the same 
media in liquid form. 
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The culture fluid was tested by the “ hole” method 
(Ann. appl. Biol., 1943, 30, 226) at 5-day intervals up 
to 30 days. The test organisms in both cases were 
E. coli and Staphylococcus aureus. The use of the 
Czapek-Dox medium was discontinued during the course 
of the investigation following the demonstration of slight 
bacteriostatic activity against E. coli. The results are 
grouped in 3 classes according to the area of the inhibi- 
tion zone produced by the culture fluids in the liquid 
method. Of the species examined 12 gave an area of 
inhibition of more than 20 mm., 22 more than 15 mm., 
and the remaining 66 less than 15 mm. or none at all. 
The strip method is established as being of sufficient 
sensitivity for use as an initial indicator of bacteriostatic 
activity. A. Henderson-Begg 


357. Relations between the Source of Nitrogen and Anti- 
biotic Formation by Aspergillus fumigatus, Fresenius 
R. R. RAo and P. R. VENKATARAMAN. Nature [Nature, 
Lond.] 158, 241-242, Aug. 17, 1946. 20 refs. 


The production of anti-bacterial substances by 
Aspergillus fumigatus, Fresenius, using B. subtilis as test 
organism was examined in a Czapek-Dox medium, the 
sodium nitrate content of which was replaced by various 
other sources of nitrogen. When using inorganic as well 
as simple organic substitutes, as for example ammonium 
chloride or urea, no antibiotic activities were noticed, 
the medium becoming more acid as compared with the 
increased alkalinity when the original Czapek-Dox was 
employed. The authors also examined 2 other media, 
an enzymic digest of ground-nut cake supplemented with 
minerals (as described by them elsewhere) and moist 
wheat bran. With the first medium the maximum 
antibiotic activity was obtained on the third day, the 
growth-free halo measuring 14-5 mm. In contrast the 
halo with the Czapek-Dox medium was 12 mm. wide. 
Addition of the latter without sodium nitrate exerted 
no influence on the formation of antibiotic. The 
addition of 0-5%% sodium chloride or 2% sodium acetate 
showed some stabilizing influence. The moist wheat 
bran was prepared by mixing 5 g. of bran with 10 ml. of 
water and autoclaving at 15 Ib. (7 kg.) pressure for half an 
hour. The bran was inoculated and incubated at 28° C. 
When examining for antibiotic activity 10 ml. of sterile 
water was added and the mixture pressed through a cloth. 
The maximum yield was obtained on the fifth day, the 
halo measuring 15 mm. in diameter. The authors con- 
clude that Aspergillus fumigatus, Fresenius, seems to 
utilize preferentially complex sources of nitrogen for the 
production of antibiotics. R. Salm 
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358. Blood Changes related to Sulfonamide Therapy. I. 
Aplastic Anaemia Associated with Sulfonamide Therapy 
H. M. Denny and M. L. MENTEN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 211, 659-665, 
June, 1946. 4 refs. 


The incidence of aplastic anaemia as a toxic effect of 
sulphonamide therapy is extremely low. The authors 
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found only 3 cases in the literature, but working in a 
children’s hospital they encountered within a period of 3 
years 6 cases of aplastic anaemia believed to be due to 
sulphonamide medication. The patients were children 
ranging in age from 4 months to 13 years. Two patients, 
aged 13 and 9 years, had received sulphathiazole in a 
total dosage of 27 g. and 34 g. respectively. One child, 
aged 6 years, had 14 g. sulphadiazine, 2-6 g. of sulphanila- 
mide, and 17 g. of a sulphonamide not specified. Another 
child, aged 3 years, had an unstated amount of sulphanila- 
mide, while a fifth child was given an unspecified sulpho- 
namide drug of unstated dosage for 2 days. In the case 
of the sixth child there was no history of drug therapy 
other than iron medication, but the authors consider that 
“the pathologic findings implicated sulfonamides ”’. 

The underlying illnesses for which the sulphonamide 
drugs were prescribed were respectively traumatic 
wound, diphtheria, bronchopneumonia, pyrexia following 
tonsillectomy, and fever of unknown origin. Necropsies 
were performed on 4 of the cases. Aplasia of the bone 
marrow was a constant finding together with purpuric 
lesions and manifestations of bacterial infection. In 3 
cases toxic central necrosis of the liver was present. In 
1 case not coming to necropsy sternal puncture performed 
before death revealed evidence of myeloid aplasia. 

Since the histology of aplastic marrow showed an 
almost complete loss of all haematopoietic cells and 
especially the primitive cells lining the sinusoids, the 
authors consider that the deleterious effect of the drug 
occurs primarily in the endothelial lining of these channels. 
They suggest that the toxic effect is exerted as a direct 
interference with the utilization of enzymes concerned in 
the development and maturation of the various cells of 
the bone marrow, rather than as a result of acquired 
sensitivity. 

[The intervals elapsing between the sulphonamide 
therapy and the onset of manifestations of aplastic 
anaemia are difficult to elucidate from the data provided, 
but they appear to range from 3 weeks to 3 months.] 

L. J. Davis 


359. Blood Changes related to Sulfonamide Therapy. II. 
Granulocytopenia Associated with Use of Sulfonamides 
M. L. MENTEN and E. GraFr. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 211, 666-671, 
June, 1946. 31 refs. 


In an attempt to assess the relation of sulphonamide 
therapy to the incidence of granulocytopenia, the authors 
analysed the daily blood counts recorded in a children’s 
hospital over a period of years. In each year the analysis 
was confined to the first 3 months, since it was during 
this period that respiratory infections were most frequent. 
The salient results are shown in the accompanying table 
taken from the paper, the definition of granulocytopenia 
being 3,000 or less granulocytes per c.mm. 

In 1944 approximately 650 patients received sulphona- 
mides, of whom 19° developed neutropenia. In 1945 
approximately 360 patients received sulphonamides, 
21% developing neutropenia. The reduction in the total 
number of patients developing neutropenia in 1945 is 
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attributed to the partial replacement of sulphonamides by 
penicillin. 

Sulphapyridine was in routine use in the hospital in 
1941 and 1942 and was later superseded by sulphadiazine 
which reached its maximum use in 1943 and 1944, It 
is therefore considered that the rising frequency of 
neutropenia from 1941 to 1944 was due to the increasing 
employment of these drugs, especially of sulphadiazine. 
Furthermore, the occurrence of severe cases of neutro- 
penia with counts below 1,000 c.mm. coincided with the 
increasing use of sulphonamides. 


Frequency of Granulocytopenia developing during January, 
February, and March, 1936-45 inclusive 


Patients Pi Percentage 

admitted to granulo- of granulo- 

hospital cytopenia- cytopenias 
1936 494 20 40 
1937 684 31 45 
1938 768 0-9 
1939 765 26 2-9 
1940 812 41 3-8 
1941 797 62 7-7 
1942 958 67 7-0 
1943 1,003 104 10-3 
1944 1,021 125 12-0 
1945 1,039 79 | 76 


The patients’ ages ranged from under 3 months to 
12 years, but no correlation was observed between age 
and frequency of neutropenia. A survey of the relevant 
literature is given. L. J. Davis 


360. Blood Changes related to Sulfonamide Therapy. 
Ill. Treatment of Granulocytopenia with Folic Acid and 
Pyridoxine Hydrochloride 

M. L. MENTEN and E. Grarr. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 211, 672-679, 
June, 1946. 32 refs. 


In 1944 a series of children suffering from granulo- 
cytopenia following sulphonamide therapy was treated 
with a liver powder containing 34 yg. folic acid per g. 
Only a slight temporary benefit was noted. The follow- 
ing year a more concentrated preparation giving a daily 
dosage of 120 ug. was also without significant effect. It 
was then decided to observe the result of supplement- 
ing the folic acid, which was given in a slightly more 
concentrated preparation, with pyridoxine. Nineteen 
patients (18 of whom were children) received folic acid 
together with 150 mg. pyridoxine daily, both substances 
being administered orally over periods ranging from 3 
days to 1 month. Eleven of the patients showed a con- 
siderable rise in the percentage of neutrophils. The 
remaining 8 responded less favourably. Folic acid 
alone was given to 4 children, 3 of whom responded 
favourably. 

{From the data submitted it is difficult to assess the 
specific effect of the therapy employed since spontaneous 
remission of mild granulocytopenia is of common 
occurrence. It is not clear what dosage of folic acid 


was employed in the authors’ last series of cases, but it 
appears to have been of the order of 150 yg. daily. If 
this be so, it would be surprising if any striking haemato- 
poietic response were effected in view of recent experience 
with folic acid in the treatment of megaloblastic anaemias, 
where the daily minimal effective dose was of the order 
of 10 mg.] L. J. Davis 


361. Transitory Myopia resulting from Sulphonamides, 
(Miopia transit6ria por sulfanilamidas patogenia e 
afecciogenia) 

L. Strva and C. A. Corréa. Arquivos de Clinica [Arch, 
Clin.) 2, 336-352, June, 1946. 46 refs. 


A rare complication of treatment with sulphonamides 
(especially sulphanilamide) is the sudden development of 
severe myopia, usually associated with a reduction in 
power of accommodation and frequently with conjuncti- 
val hyperaemia, oedema of the eyelids, and itching, 
Recovery occurs spontaneously within a few days if 
administration of the drug is stopped. A review of 20 
cases from the literature suggests that it is more fre- 
quently observed in intermittent administration of the 
drug. The myopia is not affected by cycloplegics such 
as atropine or homatropine. 

In the authors’ case the patient had taken 1 g. of 
sulphanilamide daily for 8 days, had 2 days’ rest, and 
resumed his course. After a further 1-5 g. he developed 
within a few hours dimness of vision and chemosis, and 
was found to require a correction of —3 dioptres, not 
affected by homatropine; in 3 days the correction fell 
to —2 dioptres, not affected by atropine, and in 10 days 
was normal. It is suggested that congestion and oedema 
of the ciliary body is the principal factor in producing 
this myopia, but other factors are probably involved. 

G. Discombe 


362. Pneumonia treated with Single Massive Doses [of 
Sulphonamides] at Grini [Concentration Camp]. (Stotbe- 
handling av Pneumonipasienter pa Grini Vinteren 
1943-4) 

F. WiLDHAGEN. Tidsskrift for den Norske Legeforening 
[Tidsskr. norske Legeforen.] 66, 473-476, Aug., 1946. 


In a series of 70 cases of pneumonia occurring in Grini 
concentration camp in the winter of 1943-4, the effect of 
a single massive dose of a sulphonamide was tried. This 
treatment was introduced as a time-saving measure on 
account of the lack of medical personnel, but as favour- 
able results were obtained it was continued as a routine 
procedure. Most of the cases occurred among recent 
inmates; all age groups were affected, with a maximum 
incidence between 50 and 60 years. Some patients had 
been ill for 6 days before admission. All were examined 
by x rays to confirm the diagnosis. . Thirty-eight were 
given sulphathiazole, 21 sulphapyridine, and 11 received 
both, depending upon the supply of drugs available. 
One-half of the patients received a single dose of 10 or 
12 g., the remainder a similar quantity in 2 doses, with 
a 5-hour interval; 0-4 g. ascorbic acid and 5 g. sodium 
bicarbonate were also given, and fluids were forced in 
the first 24 hours after treatment. The following results 
were obtained: cured after 1 massive dose, 55; cured 
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! after 2 massive doses, 9; cured after 3 massive doses, 2; 


cured after other treatment, 4. There were no fatalities. 

There was usually prompt response to the single 
massive dose, with fall in temperature to normal and 
improvement of the general conditions. A secondary 
rise in temperature after 3 to 5 days was seen in 12 cases, 
but without a rise in pulse rate of corresponding degree; 
this was considered to be due to drug fever. A second 
dose was necessary in 9 cases owing to continuance of 
symptoms; it was given 2 to 4 days after the first dose. 
Four cases did not react satisfactorily to 2 or 3 single 
doses, and had to be given the drug in continued doses; 
in 2 of these patients blood transfusion and glucose- 
saline had to be administered, but all made a satisfactory 
recovery. In another case empyema developed after a 
satisfactory response to 2 massive doses. 

These findings show that a single massive dose usually 
gives a good result, but in the absence of immediate 
action no time should be lost in instituting a regular 
course of dosage. D. J. Bauer 


363. Sulphaguanidine in the Treatment of Infectious 
Diseases of the Digestive System and of Acute. Benign 
Liver Disease in Childhood. (La sulfamidoguanidina nel 
trattamento delle malattie infettive del tubo digerente e 
dell’epatopatia acuta benigna nell’infanzia) 

F. ToscANO. Minerva Medica [Minerva med., Roma] 
37 ii, 98-105, Aug. 4, 1946. 


The author mentions by name [but gives no references 
to the literature] those who from time to time have re- 
ported good results from the use of sulphonamide drugs 
such as sulphanilamide, sulphapyridine, sulphathiazole, 
sulphadiazine, and sulphasuxidine in intestinal distur- 
tances associated with the enterococcus, dysentery, meta- 
and para-dysentery bacteria in children, and then 
considers more fully sulphaguanidine. He names those 
workers who have reported special and rapid benefit 
from its use in bacillary dysentery. Some hold that it is 
mainly bacteriostatic in action ; others that it eliminates 
the organisms from carriers. In Sonne dysentery it is 
less effective than sulphasuxidine. Bettini recorded good 
effects in tuberculous enteritis as well as in ordinary 
diarrhoea in tuberculous subjects. 

The article is, in the main, a general account of sulpha- 
guanidine. Mention is made in passing of its possible 
toxic effects—transient haematuria, urticarial and scarla- 
tiniform rashes. The author gives it by the mouth (once 
only by enema) in doses of 0-2 g. per kilo daily for 5 to 10 
days. If more is needed, either because the disease is 
refractory or a relapse occurs, another course is given 
after an interval of 4 days. Its action is usually rapid; 
in some cases the stools become normal in 24 hours, and 
the gain in weight is marked, in some infants 100 g. a 
day. He found it good also in mild cases of typhoid 
fever; for severer cases he recommends vaccine intra- 
venously. 

In the second part of the paper, concerning diseases of 
the liver, the author states that subdivision of these has 
led to much perplexity, and he proposes a classification 
into 4 types: cholangitis and hepatitis; allergic condi- 
tions [these are not further defined]; toxic effects 


secondary to intestinal disease; and epidemic hepatitis. 
After referring to the toxic effects of sulphonamide 
drugs in the early days of their use, he discusses the 
possible action of sulphaguanidine under three heads: 
(1) Inhibition of the virus of infective hepatitis. This, 
he maintains, is improbable because ‘ sulphonamides 
are ineffective in virus diseases”’. (2) Disinfection of the 
liver and bile-ducts. (But concentration of sulphona- 
mides in the bile is proportional to that in the blood and 
absorption of sulphaguanidine into the circulation is 
low.) (3) Anti-infective action in the duodenum. 

Far from claiming assured benefit from sulphaguani- 
dine in infective hepatitis, the author holds nevertheless 
that it often has so remarkable an action on the evolu- 
tion of the disease that it deserves at least a more extended 
trial. H. Harold Scott 
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364. Fatal Mercurial Poisoning following Prolonged 
Administration of Mercurophylline 

S. O. Watre and P. T. Pratr. Archives of Internal 
Medicine [Arch. intern. Med.) 78, 42-48, July, 1946. 
2 figs., 15 refs. 


A white woman, 35 years old, obese, with pitting 
oedema of the legs, thighs, and sacral region, and 
exhibiting evidence of mitral stenosis and auricular 
fibrillation, had been given injections of mercurophylline 
over a period of about 6 months before she entered 
hospital. During her stay in hospital, on a diet of 
1,500 calories per day containing very little salt, and 
treated with digitalis and intravenous injections of 
mercurophylline, 2 ml. every 3—5 days, her weight fell 
from 183 to 143 lb. (83-65 kg.). After her release she 
received the same dose of mercurophylline intramuscularly 
once a week for 5 weeks and then a sixth dose 3 days after 
the fifth. Following the last dose oedema developed 
rapidly, and she was re-admitted to hospital after 12 
hours’ anuria. Catheterization was performed, glucose 
infusions were given, and finally, 22 hours after admission, 
bilateral renal decapsulation was carried out. Post- 
operatively, plasma was given and further catheterization 
done, but about 12 hours after the operation the patient 
died. The most important of the pathological findings 
were cellular damage (cloudy swelling and necrosis) of 
the proximal convoluted tubules of the kidney, necrosis 
of the hepatic cells, and haemorrhage in the ileum and 
colon, all of which, according to the authors, indicate 
mercury as the causative agent of death. D. G. Davey 


365. Ethylene Glycol Poisoning. With Suggestions for 
Its Treatment as Oxalate Poisoning 

G. Mites. Archives of Pathology [Arch. Path.) 41, 
631-638, June, 1946. 2 figs., 11 refs. 


The glycols are obtainable by the public, and diethylene 
glycol as a vehicle for sulphonamides has caused some 
fatalities from renal damage. In 1927 ethylene glycol 
was reported as relatively non-toxic, but in 1930 2 deaths 
occurred from drinking anti-freeze solutions. Later 2 
patients recovered after decapsulation of the kidneys. 
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Ethylene glycol is oxidized to oxalic acid, at least in part, 
and it is more toxic than propylene glycol. Large doses 
excite and then depress the central nervous system, and 
cause hydropic degeneration of renal tubules. The toxic 
dose for animals is 5-9 ml.*per kilo. Two cases due to 
drinking anti-freeze solutions were reported from Ger- 
many. Both patients lapsed into coma, had anuria, and 
died, and their kidneys showed degeneration of the 
tubules with oxalate crystals present. A similar case 
with superadded pulmonary oedema is reported in this 
paper, with a detailed necropsy report; the morbid 
histology of the kidneys here is similar to that in the above 
cases and a photomicrograph is reproduced. Death was 
due to oedema of the lungs and acute heart failure. Cats 
were given fluid from the dead man’s stomach; a dose of 
3-5 ml. per kilo caused death, the post-mortem findings 
being comparable with those of the human case, the 
animals having died in coma with convulsions. 

According to the author the amount of ethylene glycol 
which is oxidized to oxalic acid apparently determines its 
toxicity; he thus differs from some other writers who 
have not carried out histological studies. If taken orally 
all ingested glycol passes through the liver; if given 
intravenously or subcutaneously the liver is by-passed. 
Treatment should be as for oxalate poisoning, with 
calcium, parathyroid extract, and insulin. Care in 
giving parenteral fluids is essential, as there may be heart 
failure and pulmonary oedema besides cerebral stimula- 
tion and depression, and renal failure. Controlled 
experiments on animals poisoned with ethylene glycol are 
necessary to test out these measures. Ethylene glycol 
containers should be labelled “* poisonous ”’. 

J. N. Agate 


366. Toxicity and Detoxication of Cinchophen. Experi- 
mental Studies 

W. C. Hueper. Archives of Pathology [Arch. Path.) 41, 
592-600, June, 1946. 7 refs. 


Experiments were undertaken on the hepatoxic action 
of cinchophen and conditions favouring or counteracting 
this action. 

Thirty rats (125 g. in body weight) were provided 
during the day with a vitamin-K-deficient diet (casein 18, 
yeast 8, salt 4, cotton-seed oil 5, cod-liver oil 2, and 
cerelose 63 parts). At night they were offered 5 g. of a 
corn-starch cotton-seed-oil mixture containing 100 mg. 
of cinchophen. The mean prothrombin time at the 
start was 27:5 seconds (variation 23-30 seconds), and 
at the end of 6 weeks averaged 60-5 seconds (variation 

* 39-98 seconds). The rats were then placed on a stock 
diet fortified with 20 mg. of 2-methyl-naphthaquinone 
daily, and in 3 weeks the prothrombin time dropped to 
17-5 seconds. 

On a low-protein, low-methionine diet with and without 
0-06 g. of cinchophen daily, there were a rapid loss in body 
weight, and brown incrustations of the hair suggesting 
vitamin deficiency in both groups. This was most 
marked in the cinchophen group, in which the mortality 
was 17 out of 30 compared with 4 out of 30 in the controls. 
Trebling the vitamin constituents of the diet or the addi- 

tion of calcium pantothenate, riboflavin, or thiamine did 
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not overcome these manifestations. There was no 
evidence of gross hepatic degeneration or necrosis, 
Histologically the cytoplasm of the liver cells was highly 
rarefied in the controls, but almost norma! in the 
cinchophen group. Moderate interstitial oedema was 
present in both series. Thus the restriction of proteins 
and methionine did not favour necrosis or yellow atrophy 
of the liver. 

Two adult rhesus monkeys given orally 0-25 g. per 
kilo body weight of cinchophen daily died in 16 and 46 
days respectively, after diarrhoea, weakness, and 
somnolence had developed. The stomachs were normal 
at necropsy, the lungs hyperaemic and mildly oedematous, 
while the livers, though congested, exhibited a normal 
structural pattern. 

Different groups of mice received in addition to 25 mg. 
of cinchophen orally, 25 mg. of ascorbic acid, 25 mg. of 
cysteine hydrochloride, 25 mg. of choline dihydrogen 
citrate, and a freshly prepared solution of sodium 
ascorbate in place of the ascorbic acid. Four-hour and 
24-hour mortalities showed that none of these treatments 
gave any protection against cinchophen poisoning. 

In mice the toxic effects of repeated daily oral doses 
were not mitigated by simultaneous medication with 
ascorbic acid and methionine. In no case were any 
significant hepatic abnormalities present. In rats given 
daily the maximal tolerated dose of cinchophen (60 mg. 
in the diet) no significant abnormalities of the liver or 
other organs were apparent. The only sign of injurious 
action was a stunting of growth, which was not prevented 
by daily oral administration of 180 mg. of ascorbic acid; 
it was mainly due to a reduced food intake. Dogs which 
received 2-5 g. of cinchophen in fish preserve began to 
vomit after a few days, and had diarrhoea. They became 
weak and emaciated and died within 24 days. Blood 
changes during the first week showed no significant 
alterations in coagulation time, prothrombin time, 
sedimentation rate, or blood sugar. Sometimes a mild 
lowering of blood uric acid occurred. At post-mortem 
examination gastric ulcers were present, but no gross 
abnormalities of the liver were apparent except for a 
moderate interstitial oedema with scattered foci of 
degenerating liver cells. Ascorbic acid 7:5 g. daily did 
not prevent the toxic actions. G. F. Somers 


a 


367. The Tonic Effects of Insulin in Acute Alcoholism 
E. G. VassaF and V. R. HALL. New England Journal of 
Medicine [New Engl. J. Med.] 235, 190-193, Aug. 8, 
1946. 13 refs. 


It has been customary to treat states of intoxication, 
including alcoholism, with glucose and insulin, though 
the rationale of this treatment is not at all clear. The 
authors of this paper studied the effect of insulin, given 
without the usual addition of liberal amounts of glucose. 
Their material consisted of 43 patients admitted for so- 
called acute alcoholic intoxication: ‘‘ the duration of the 
acute alcoholic episode varied from 2 days to 3 months”. 
The results were compared with those in a control group 
of 564 cases withdrawn without insulin. The withdrawal 
in all cases was gradual “* determined both by the patient’s 
clinical condition and by a modicum of regard for his 
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HORMONES AND VACCINES 


comfort, the total period of withdrawal not being per- 
mitted to exceed 3 hospital days or to include more than 
acertain amount of alcohol”, i.e., 240, 180, and 120 ml. 
of whisky on the first, second, and third days. All 
patients were given a high-calorie diet, vitamins, and 
hypnotics; the insulin series received 10 units of insulin 
before meals 2 or 3 timesaday. The average withdrawal 
period was 1 day in the insulin group, as compared 
with 2:2 days in the control group. Of the insulin 
patients 44% received no alcohol at all, as compared 
with 14% of the control group. Subjective ease and 
comfort was increased in the insulin group. During the 
first week of treatment insulin patients gained 2 Ib. 
(1 kg.) on the average, control patients 0-6 Ib. (0-3 kg.). 
The requirement of additional sedation was greatly 
reduced. E. Guttmann 


HORMONES AND VACCINES 


368. Effects of Vitamin and Hormone Treatment on 
Senile Patients 

P.E. VERNON and M. McKIN Journal of Neurology, 
Neurosurgery, and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 9, 87-92, July, 1946. 8 refs. 


To a group of 84 male senile patients the authors gave 
an elaborate series of psychological and psychometric 
tests, including the matrix, memory, fluency, persevera- 
tion, orientation, speed of tapping, steadiness, and arm 
ergograph. In all there were 34 tests taking 2 sessions of 
55 minutes each. These tests were then repeated in 4 
months’ time. Half the patients were given vitamins B 
and C and retested, then were given increased doses and 
retested. Later a group was given 75 mg. daily of methyl 
testosterone for 4 weeks and retested. On analysis of the 
results no significant difference between the various 
groups could be made out: but it was concluded that 
moderate doses of vitamins may improve general mental 
ability, or g-factor, among severe cases of senility, and 
may produce some increase in fluency and decrease in 
perseveration among light and moderate cases, but this 
cannot be regarded as proven without further evidence. 
Hormone treatment had no effect. N. S. Alcock 


369. The Spermatogenic Activity of 4°-Pregnenolone 
and of its Esters 
G. Masson. American Journal of the Medical Sciences 


[Amer. J. med. Sci.] 212, 1-6, July, 1946. 18 refs. 


4°-pregnenolone is a passive spermatogenic agent 
inasmuch as it may protect the testis from damage, but 
will not restore it to its normal condition after atrophy. 
Testosterone, on the other hand, may function as an 
active spermatogenic agent by restoring the germinal 
epithelium after atrophy. These conclusions are reached 
from the following observations. (1) 4°-pregnenolone 
and its esters, the acetate, propionate, and benzoate in 
daily doses of 1 and 2 mg. for 10 days, prevent atrophy 
of the testes of hypophysectomized immature rats but 
do not stimulate testicular growth. (2) 4°-pregnenolone 
and its esters, in 2 mg. daily doses or by implantation of 
two 10 mg. pellets, prevent testicular atrophy and main- 
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tain spermatogenesis in hypophysectomized adult rats. 
(3) Where the testes have been allowed to involute by 
withholding treatment until 14 days after hypophy- 
sectomy, 45-pregnenolone, in 2 mg. daily doses for 14 
days, is unable to affect the testicular weight, nor does it 
augment the effect of daily doses of 100 I.U. of 
luteinizing hormone which increases the weight of the 
testicles by stimulating Leydig cell proliferation, but not 
by restoring spermatogenesis. (4) 4°-pregnenolone, in 
10 mg. daily doses for 14 days, is able to protect the testes 
of adult rats simultaneously treated with 200 yg. but not 
with 2 mg. daily doses of oestradiol from damage to 
spermatogenic epithelium and Leydig cells. (5) 45- 
pregnenolone, in daily doses of 10 mg. for 21 days, fails 
to restore spermatogenesis or regenerate the testes of 
animals previously treated for 21 days by implantation 
of two 10 mg. pellets of oestradiol. (6) Testosterone, in 
2 mg. daily doses for 14 days, has no influence on regenera- 
tion of the testis after removal of two 10 mg. pellets of 
oestradiol implanted for a previous period of 14 days; 
in 10 mg. doses, however, it accelerates the regeneration 
markedly; 45-pregnenolone, on the other hand, actually 
inhibits the natural regeneration of the testes and main- 
tains the atrophy caused by the oestradiol. (7) 4°- 
pregnenolone, administered alone in 10 mg. daily doses 
for 42 days, has neither damaging nor stimulating 
effects on the testis. 
In the author’s view these observations may suggest 
a clinical use for 4°-pregnenolone and testosterone, the 
one to protect the testis against subsequent damage, the 
other to be employed to stimulate regeneration only when 
the testis has undergone damage. P. M. F. Bishop 


370. Death Due to Administration of Typhus Vaccine 
H. Rirkin. Annals of Internal Medicine [Ann, intern. 
Med.] 25, 346-350, Aug., 1946. 3 figs., 4 refs. 


A fatal case of acute anaphylactic shock following the 
administration of a typhus vaccine prepared from chick 
embryo is reported. The patient, a young man of 24, 
gave a history of nausea, vomiting, and lassitude, in- 
variably following the ingestion of eggs, raw or cooked. 
He was inoculated subcutaneously with 1 ml. of typhus” 
vaccine in the absence of any preliminary sensitivity test. 
Severe dyspnoea, and cyanosis developed within 8 
minutes, followed by coma with convulsions of the lower 
extremities. He died within 30 minutes of the inocula- 
tion. No previous administration of typhus vaccine 
was shown in his record of immunization, and his 
past medical history revealed no serious illness. The 
predominant findings at necropsy were gross diffuse 
bilaterial emphysema with a thin pink-staining eosino- 
philic exudate combined with eosinophilic infiltration of 
the walls of the small bronchi and bronchioles. The 
lining epithelium was hyperplastic, and projected 
irregularly into the lumen. It is suggested that the 
reaction was allergic in nature, comparable with acute 
anaphylactic shock in guinea-pigs, and that the antigenic 
material was egg protein. Intradermal sensitivity tests 
with diluted vaccine are recommended as a preliminary 
to administration of an egg-yolk vaccine in all cases 
suspected of being egg sensitive. A. Henderson-Begg 
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371. Pharmaco-radio- 
graphic Agent. (Un nouvel agent pharmacoradio- 
graphique: l’insuline intraveineuse) 

G. Avpot, J. RENAUX, and E. GirARD. Archives des 
Maladies de l’Appareil Digestif et des Maladies de la 
Nutrition [Arch. Mal. Appar. dig.] 35, 118-127, March- 
May, 1946. 7 figs., 3 refs. 

The authors have investigated the influence of insulin 
on the tone and motility of the stomach, They were led 
to this by consideration of earlier physiological experi- 
ments which showed: (1) that the stomach underwent 
powerful contractions after a fast of 18 hours; (2) that 
artificially induced hypoglycaemia also produced strong 
rhythmic contractions which could be abolished by the 
intravenous injection of glucose; (3) that hypogly- 
caemia caused by insulin gave rise to increased gastric 
tone and frequency of peristaltic contractions. This 
effect was observable when the blood sugar fell to 0-08°%. 
It appears that the influence of hypoglycaemia is exerted 
via the vagus for the powerful contractions are abolished 
or prevented by vagotomy or full atropinization. 

The technique used by the authors was intravenous 
injection of 10 units of insulin 12 to 15 minutes before 
administration of a barium meal. The effect on the 
stomach is seen by slow, deep, peristaltic waves starting 
near the cardia and sweeping to the pylorus, driving a 
large part of the meal into the duodenum, which is in 
consequence distended. The contractions occur in 
groups for about 20 seconds, followed by lack of move- 
ment for 40 to 50 seconds. The behaviour is, therefore, 
the same as that induced by an 18-hour fast. Half the 
meal has been evacuated by the stomach in 5 minutes. 
As the contents fall further, the waves of contraction 
become more widely spaced in frequency, but their 
strength is unaltered. As soon as the radiological 
examination is completed the patient is given sugar by 
the mouth which rapidly abolishes any unpleasant side- 
effects—sweating and faintness. 

There is a similarity between the gastric effects of mor- 
phine and insulin on the stomach although the hypertonus 
produced by the former is seen to a slighter degree after 
insulin. For experimental purposes insulin is to be 
preferred because of the ease with which its effects can 
be terminated. The purpose of this insulin-radiographic 
investigation is to show up lesions of the stomach or 
duodenum which might otherwise be obscured by 
inadequate filling with barium of the suspected area. 
The dilatation of the duodenal cap is probably due to the 
forceful ejection of large amounts of meal from the 
stomach. Ten units will always produce this whereas 12- 

15 units will also favour filling of the whole duodenum. 

It is claimed also that hidden lesions of the stomach, 
especially in the pre-pyloric region, may be revealed by 
the increased intragastric tension caused by insulin. 
This forces the barium into the smallest crater and also 
overcomes distortion due to spasm. 


Intravenous Insulin—a New 


Radiology. 
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[The commonest lesion which is difficult to demon- 
strate is an ulcer of the duodenum. Full doses of atropine 
may overcome the distortion of duodenal spasm but do 
not always do so. If it is found that insulin is uniformly 
effective in this respect, its employment will greatly 
facilitate x-ray investigation. The authors’ insistence on 
the similarity of morphine .and insulin action on the 
stomach is difficult to understand. It is generally accepted 
that although morphine increases gastric tone it causes 
contraction of the pylorus, reduced gastric movement, and 
delayed emptying. Although mention in the text is made 
of an earlier investigation of morphine action, no 
reference is given.] A. H. Douthwaite 


372. Emptying of the Normal Gallbladder with Priodax 
B. CopLeMAN. Radiology [Radiology] 47, 30-34, July, 
1946. 3 figs., 13 refs. 


In the past, routine views of the gall-bladder 15 and 30 
minutes after a fatty meal (2 eggs in 8 oz. (227 ml.) ofa 
mixture of equal parts of milk and thin cream) have been 
taken to demonstrate when possible the cystic and com- 
mon bile ducts. When tetraiodophenolphthalein has 
been used contraction has generally been prompt and 
vigorous; with the use, during the past 2 years, of 
“ priodax”’ (8-(4-hydroxy-3, 5-diiodophenyl)-a-phenyl- 
propionic acid), various authors have commented upon 
a prolongation of emptying time. 

To test this, 5 patients were examined with priodax, 
and a few days later were re-examined with tetraiodo- 
phenolphthalein. A second series of 5 patients was 
examined first with the last-named drug and later with 
priodax. Dose of tetraiodophenolphthalein, 10 g. in 
2 doses [interval not stated]; dose of priodax, 9 g. 
Tracings were made of the gall-bladders, radiographed 
with identical technique, and these are illustrated. The 
filled gall-bladder is shown in each case followed by a 
tracing at 15 minutes after a fatty meal and one at 30 
minutes after. The illustrations show strikingly, in both 
series of patients, that the gall-bladder in all but one case 
is larger after the employment of priodax than after 
tetraiodophenolphthalein, the difference varying, and 
reaching in 1 or 2 cases fully 50%. After a fatty meal 
the tracings show in all but 2 cases a marked sluggish- 
ness of emptying of the priodax-filled gall-bladder as 
compared with the others. The volume of the iatter is, 
at a given time after a fatty meal, often considerably less 
than half that of the priodax-filled gall-bladder. In 
no instance was the finding the other way round. One 
case was examined by priodax, later by tetraiodo- 
phenolphthalein, and then re-examined with priodax. 
The tracings suggest that the administration of tetra- 
iodophenolphthalein has improved the tone of the gall- 
bladder, as the emptying rate on the second occasion of 
using priodax is better than the first, although not 
comparable with that after tetraiodophenolphthalein. 
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The conclusion is drawn that priodax acts as a 
sympathicomimetic drug in relaxing the gall-bladder 
musculature and renders it less easy to define the ducts 
radiologically. The author has returned to the use of 
tetraiodophenolphthalein. A. M. Rackow 


373, X-Ray Diagnosis of Chordoma of the Clivus. (Die 
Réntgendiagnose des Clivuschordoms) 

Ss. and E. MRUCKENSTEINER. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 76, 
164-766, Aug. 17, 1946. 2 figs., 12 refs. 


Only one original observation is reported, by far the 
largest part of the paper being a summary of various 
works on the origin, pathology, certain clinical mani- 
festations, and radiology of chordoma of the clivus. 

The original observation relates to a man aged 57. 
The duration of the illness, which ended in death, was 
2years. It began with a paresis of the sixth cranial nerve 
and visual disturbances, leading within 14 days to blind- 
ness in both eyes. Later on there developed paraesthesia 
of the fifth nerve and an anosmia. There were also 
severe headaches, and 6 months after the onset of the 
illness the tumour had apparently broken through into 
the nasopharynx and invaded the right antrum. The 
radiographs showed an extensive destruction of the base 
of the skull centred on the sphenoid bone. The sella 
turcica, clivus, and sphenoidal sinuses could no longer 
be distinguished. There was erosion of the apices of the 
petrous pyramids and of the pterygoid processes, and 
dullness of the ethmoidal cells and of the right antrum. 
The soft-tissue shadow in front of the upper cervical 
vertebrae was widened. In addition there was erosion 
of the odontoid process of the axis. 

The post-mortem examination revealed an extensive 
white-brownish elastic tumour which had invaded and 
largely destroyed the base of the skull. The tumour was 
roughly divided in 2 parts: the posterior part extending 
through the foramen magnum to the odontoid process of 
the axis; the anterior destroying the vomer and the hard 
palate and obstructing the nasal cavity, the nasopharynx, 
the right antrum, and the upper part of the buccal cavity. 
The histological examination showed a benign chordoma 
and not a malignant one as might have been expected. 

A. Orley 


374. Anomalous Right Subclavian Artery Originating on 
the Left as the Last Branch of the Aortic Arch. Report of 
a Probable Case Diagnosed Roentgenologically 

H. M. STauFFer and H. H. Pote. American Journal of 
Roentgenology and Radium Therapy (Amer. J. Roentgenol.} 
56, 13-17, July, 1946. 5 figs., 12 refs. 


_ Itis pointed out that the striking finding is the presence 
of a small semicircular indentation (described as finger- 
sized) in the dorsal aspect of the barium-filled oesophagus 
immediately above the level of the upper margin of the 
aortic arch. The impression is attributed to the aneurys- 
mal origin of the anomalous subclavian artery; it has 
been reported as being more marked in the left than in 
the right anterior-oblique views. The possibility of 
demonstrating this anomaly depends upon dilatation of 
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the vessel where it is in close relation to the oesophagus; 
there is reason to believe that symptoms are also depend- 
ent upon this aneurysmal dilatation. The case here 
described (in a man aged 22 years) showed a small 
pulsating convex prominence just above the aortic knob, 
as well as a finger indentation of the posterior surface of 
the barium-filled oesophagus, best seen in the left 
anterior oblique. [No other confirmatory evidence of 
the diagnosis is recorded.] James F. Brailsford 


375. Some Observations on Radiology of the Pancreas 
R. A. K. Harper. Proceedings of the Royal Society of 


Medicine [Proc. R. Soc. Med.) 39, 534-537, July, 1946. 
10 figs., 5 refs. 


This is a brief account of the methods which have been 
employed for radiography of the pancreas, and also 
of the pathology of the pancreas as ‘shown by radio- 
graphy, with radiographs showing pancreatic lesions, 
Stones, cysts, and neoplasms that are occasionally found 
during investigation of the abdomen. [There is no 
medium such as is used for the gall-bladder or urinary 
tract which will allow us to visualize the form or function 
of the pancreas. Careful examination of a plain radio- 
graph for the presence of abnormalities or deformities of 
the outline of normal structures before the introduction 
of opaque media may give an indication for concentrated 
investigation of a localized area. Unusual irregularities 
of size, shape, position, and function of those portions 
of the alimentary tract in the region of the pancreas should 
cause us to consider the latter as the possible focus of 
pathology. In some cases the radiographic evidence 
obtained is very suggestive and valuable.] 

James F. Brailsford 


376. On the Dangers (Perforation, Bleeding) of Radio- 
logical Examination of the Digestive Tract. (Ueber 


Gefahrsmomente (Perforation, Blutung) 
R6ntgenuntersuchung des Verdauungstraktes) 
J. M. STRASSER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 705-708, Aug. 3, 1946. 
2 figs., 40 refs. 


The author gives details of 10 cases (7 perforations of 
the gastro-intestinal tract and 3 cases of melaena) which 
he considers attributable to radiological examination. 
Five cases were fatal. In 3 cases (2 of peptic ulcer, 1 of 
carcinoma of the stomach) perforation clearly occurred 
at the time of examination. In other cases the compli- 
cation appeared very soon afterwards. He points out 
that in only 25% of perforations of the stomach and 
duodenum can a possible precipitating factor be found. 
A thin damaged gut wall will perforate easily under the 
weight of a column of barium suspension of S.G. 1:5, 
especially if palpation is too robust. The prognosis is 
bad. This is probably not due to chemical action of 
the barium, but to an intense diffuse irritation of the 
peritoneum by a foreign body. Silent perforation may 
occur, and be discovered long after only by the presence 
of barium in the peritoneal cavity. This might be a 
rare cause of abdominal abscess. ~ S. S. B. Gilder 
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377. The Lesions of Sheep Dermatitis Virus Infection in 
the Rabbit and Guinea-pig with Particular Reference to the 
Tumour Viruses 
F. R. SELBIE. 

[/. Path. Bact.] 58, 199-206, April, 1946. 


Inoculation of fully active suspensions of a virus derived 
from sheep dermatitis showed in the rabbit scaly erythe- 
matous patches 2 weeks later, followed by pseudopapil- 
lomatous lesions containing some follicular abscesses. 
These dropped off and healing took place at the end of 
6 to 8 weeks. Microscopically there was hyperplasia of 
the Malpighian layer of the epidermis, with parakeratosis ; 
the hyperplasia spread to the hair sheaths, where it 
became more marked with numerous mitoses and 
formed papillomata from them. There’was oedema and 
mononuclear and lymphocytic infiltration, but notably 
few pus cells except associated with follicular abscesses. 
In the guinea-pig inoculation was followed by scaly 
papules and exudate, a scab forming and falling off with 
healing in the third week. Microscopically the lesion 
showed early marked oedema forming vesicles; there 
was pus cell infiltration, and some hyperplasia of the 
epithelium, but this was never so marked or so pro- 
longed as it was in the rabbit. 

The author points out that experimentally the virus can 
produce both proliferative and pustular lesions in different 
animals, resembling the two types of lesion produced in 
the lamb. The rabbit is more resistant to re-infection 
than the guinea-pig and this may be the cause of the more 
proliferative lesion. Marjorie Le Vay 


Journal of Pathology and Bacteriology 
10 figs., 21 refs. 


378. Comparison of the Tumours produced by 2-acetyl- 
amino-fluorene in Piebald and Wistar Rats 

F. BrerscHowsky. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 27, 135-139, June, 1946. 
14 figs., 8 refs. 


Piebald rats, 6 to 7 weeks old, were given 4 mg. of 2- 
acetyl-amino-fluorene daily for 25 weeks per os and were 
killed as soon as the presence of a tumour could be 
established, the maximum duration of the experiment 
being 42 weeks. Thirteen males and 25 females received 
the full dose of the carcinogen or developed tumours in 
less than 25 weeks. Three types of neoplasm occurred 
with great frequency, but without sex differentiation: 
(1) Tumours of the ductus acusticus externus (in 10 males 
and 20 females). (2) Hepatomas (in 10 of each sex) 
and benign cholangiomas (present in nearly all the 
animals). (3) Adenocarcinomas of the small intestine 
(in 6 males and 12 females). Occasional benign and 
malignant tumours were also present in the lung, caecum, 
breast, and eyelid. Comparison of these results with 
those obtained in an inbred strain of Wistar rats (Biel- 
schowsky, Brit. J. exp. Path., 1944, 25, 1) revealed 3 main 
dissimilarities: (1) Mammary cancer was present in 
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’ the large and small intestine are well illustrated and there 
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4% of female piebald rats compared with over 60% in 
female Wistar rats. (2) More than 50% of piebald rats 
had tumours of the small intestine, whereas these were 
rarely seen in Wistar rats (5% in males and 7% in females), 
This difference applies only to tumours of the small 
intestine but not to those of the colon, which occurred in 
about 5% of animals of each strain. (3) Tumours of 
the ductus acusticus externus were much more frequent 
in piebald than in Wistar rats. 

The tumours of the ductus acusticus externus and of 


is a careful description of the latter, leaving no doubt of 
their malignant nature. Tumours of the small intestine 
have also been produced by Lorenz and Stewart (J. nat, 
Cancer Inst., 1940, 1, 17) following oral administration 
of 1:2:5:: 6-dibenzanthracene and 20-methyl-cholan- 
threne. Carcinogenic hydrocarbons usually act at the 
site of application, but it has not been decided whether 
2-acetyl-amino-fluorene acts locally on the mucosa of 
the intestine or whether the cancers of the gut are to be 
counted among the distant tumours induced by this 
compound in many organs of rats and mice. Experi- 
ments are in progress to elucidate this question. 
G. M. Bonser 


379. Amino Acids in the Production of Granulocytes in 
Rats 

A. KornserG. Journal of Biological Chemistry [J. 
biol. Chem.] 164, 203-212, July, 1946. 22 refs. 


The Lactobacillus casei factor, folic acid, is now 
known to be of importance in the production of poly- 
morphonuclear granulocytes and erythrocytes. More 
recently limitation of food intake and the feeding of diets 
of low-protein content have been found to result in severe 
anaemia and granulocytopenia. The granulocytopenia 
is effectively corrected in rats only by the combined 
administration of folic acid and casein or folic acid and 
a mixture of purified amino-acids. When rats were fed 
on a protein-free basal diet granulocytopenia developed 
in 80% of them in an average of 21 days. Granulocyto- 
penia preceded the onset of the severe anaemia. Treat- 
ment was begun on the day the granulocytopenia 
started. Administration of folic acid (100 y daily by 
the mouth) for 4 days caused an increase in the average 
granulocyte count of from 316 to 936 cells per c.mm.; 
the granulocyte level never exceeded 1,800 cells per c.mm. 
The administration of casein in the absence of folic acid 
was usually followed by a progressive decline in the num- 
ber of granulocytes. Casein and folic acid together 
would, however, cure the granulocytopenia. Casein 
in which the tryptophane and methionine had been des- 
troyed was ineffective but became curative if they were 
added. Human plasma was effective only if isoleucine 
were added. Zein and gelatin were ineffective. Histi- 
dine, arginine, isoleucine, leucine, lysine, methionine, 
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phenylalanine, threonine, tryptophane, and valine were the 
ten amino-acids found to be essential for granulocyte 
production. They constituted 8-7% of the diet and 
successfully replaced casein or egg white in the production 
of granulocytes. Arginine was less essential than the 
other amino-acids. Administration of the essential 


amino-acid mixture at an 18% level to the protein- 
depleted rats caused a high mortality. 


J. Dawson 


380. ‘The Effect of Feeding Carcinogenic Hydrocarbons 
Dissolved in Aqueous Soap Solution on the Stomach of 
CBA Mice 

§. Beck. British Journal of Experimental Pathology 
{Brit. J. exp. Path.) 27, 155-157, June, 1946. 3 figs., 
18 refs. 


By exhibiting carcinogens in soap solution to mice, 
thereby ensuring better mixing with the conients and 
secretions of the stomach and better contact with the 
lining epithelium than when fatty solutions are used, it 
was hoped to induce adenocarcinoma of the stomach, 
but this hope was not fulfilled. Tumours of the fore- 
stomach were, however, obtained. 

The preparation of the aqueous soap solution was as 
follows. The hydrocarbon was dissolved in ethereal 
soap solution, water added, and the ether evaporated by 
heating. Solutions of 3: 4-benzpyrene and 
0:0025% 1:2: 5: 6-dibenzanthracene were substituted 
for drinking water at the rate of 0-04 mg. per mouse per 
day for benzpyrene and 0-01 mg. for dibenzanthracene. 

Fourteen CBA mice [a highly inbred brown strain of 
great longevity and not subject to carcinoma of the 
breast] received benzypyrene up to 97 weeks and 16 CBA 
mice dibenzanthracene up to 71 weeks. The latter group 
subsequently received 0-1% croton oil in soap solution 
up to 90 weeks. Six mice of those treated with benz- 
pyrene survived the forty-second week, in which the first 
papilloma was discovered post mortem, and all showed 
tumours of the fore-stomach. [In the mouse the stomach 
is divided into two portions: the fore-stomach lined by 
stratified squamous epithelium, and the glandular 
portion containing the gastric glands.] Two squamous 
papillomas occurred after 42 and 53 weeks of treatment 
respectively, and 4 squamous carcinomas after 69, 77, 93, 
and 97 weeks. Figures of both types of tumour are 
given. [The life-span of the mouse is approximately 
24 years, so that these periods of treatment are very 
prolonged.] Ten mice of the dibenzanthracene group 
survived the seventy-second week, 2 having branching 
papillomas after the seventy-second and ninety-fourth 
weeks of treatment. 

‘A review of the literature relating to the experimental 
induction of neoplasms of the stomach in mice follows, 
benign and malignant squamous tumours having been 
previously obtained with benzpyrene and methylcholan- 
threne but not with dibenzanthracene. Thus the 
papillomas induced by dibenzanthracene in the present 
experiment seem to be the first recorded. The author 
also mentions an unpublished experiment of Kirby 
(Research Department, Glasgow Royal Cancer Hospital), 
who failed to induce stomach tumours in Wistar rats fed 
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with soap solutions of benzpyrene and methyl- 
cholanthrene, followed by croton oil. 

Resistance of the glandular portion of the stomach 
(which has been shown to respond to carcinogenic 
hydrocarbons injected into the wall) to ingested carcino- 
gens may be explained in several ways. Mucus may act 
as a barrier which prevents the chemical from reaching 
the secreting cells either by means of its physical pro- 
perties or by its actual flow; contact between a carcinogen 
and a resting cell may not be sufficient to induce neoplasia, 
since some degree of proliferative activity may be neces- 
sary to allow entry of the carcinogen into the nucleus 
during mitosis, or glandular epithelium may be less 
susceptible than squamous epithelium to these particular 
carcinogens. G. M. Bonser 


381. Changes in the Blood Urine Equilibrium and Blood 
Pressure in Experimental Injuries to the Kidneys. (Las 
modificaciones del equilibrio urohematico, de la tensién 
sanguinea y estudio anatomopatoldgico en el traumatismo 
de rifién experimental) 

A. TrasBucco. Medicina Clinica [Med. clin.]7, 140-152, 
Aug., 1946. 16 figs. 


In a previous investigation the author examined the 
result of experimental injury of kidneys in dogs by radio- 
logical and anatomical methods (together with Castafio, 
Rev. argent. de Urol., 1941, 10, 473 and 582). The 
object of the present investigation was to extend those 
studies so as to include changes in the blood-urine 
equilibrium and blood pressure and to attempt to corre- 
late these with the anatomical changes. 

Experiments were performed on 10 dogs, which were 
exclusively fed on meat so as to create maximum demands 
on the nitrogen elimination of the kidneys. Total blood 
nitrogen, plasma chlorides, corpuscular chlorides, the 
corpuscular chlorides/plasma chlorides ratio, and non- 
protein nitrogen were determined before and after 
experimental trauma to the right kidney. The blood 
pressure was determined in the femoral artery before and 
at various intervals after the trauma; the urea concentra- 
tion in the urine and the excretion of phenolsulphone- 


*phthalein were measured before the animals were killed 


for histological examination. The trauma to the right 
kidney varied from a slight cutting lesion to the partial 
or almost complete destruction of the renal pulp by 
digital compression or by forceps. Ligatures with 
absorbable (catgut) or unabsorbable (cotton) material 
were used to control haemorrhage. The animals were 
sacrificed after an interval varying between 2 and 4 
months. 

Rise in blood pressure immediately after injury to the 
kidney was the rule, and the blood pressure remained 
raised throughout the period of observation in some cases. 
This is attributed to the fact that the function of the 
uninjured kidney was impaired; histologically it showed 
(slight) changes in the glomeruli (particularly in the 
sphincter-like structures of Oberling and Bensley con- 
trolling the afferent and efferent vessels), and changes in 
the cell structures of the tubules which were demon- 
strable by special staining methods. In some cases the 
blood pressure, after an initial rise, subsequently fell; 
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in those cases the compensatory elimination by the 
uninjured kidney of the pressor substances produced by 
the injured kidney prevented sustained hypertension. 
Total blood nitrogen increased in every experiment, and 
the urea concentration in the urine of the injured kidney 
decreased according to the severity and extent of the 
injury, but that of the uninjured kidney also was lower 
than would be considered normal in view of the dietary 
conditions (maximum 3 g. %, usually 2 to 2:5 g.%). The 
corpuscular chlorides/plasma chlorides ratio increased 
from an average of 0-46 up to 0-57; alterations in this 
ratio occurred parallel with variations in the total 
blood nitrogen. Non-protein nitrogen increased in all 
experiments but one. The excretion of phenolsulphone- 
phthalein by the injured kidney was diminished according 
to the amount of destroyed parenchyma, ranging from 
0 to 20%; the excretion of the uninjured kidney was high 
(in the majority of experiments 40-45%), in spite of the 
functional impairment of the uninjured kidney as shown 
by alterations in the -blood acid-base and nitrogen 
equilibrium; this is attributed to the fact that the dye 
is excreted by the glomeruli as well as by the tubules. 
[In the experiment in which practically the whole of the 
parenchyma of the right kidney was destroyed no rise 
in blood pressure occurred, whereas the changes in the 
blood chemistry were considerable; the author’s com- 
ment on this experiment does not seem to give a full 
explanation of this result, which is at variance with 
others.] A. Schott 


382. Water Intoxication and the Electroencephalogram. 
E. GELLHORN and H. M. BALLIN. American Journal 
of Physiology [Amer. J. Physiol.] 146, 559-566, July 1, 
1946. 5 figs., 13 refs. 


An experiment is described in which water intoxication 
was induced in rats by the intraperitoneal injection of 
50 ml. of water per kilo body weight at 30-minute 
intervals and changes in brain function recorded on the 
electroencephalogram. Body temperature was kept 
nearly constant and water at 45 to 48° C. was used. Fast- 
ing from 0 to 18 hours before the experiment had no 
significant effect. Twenty-nine satisfactory readings 
were recorded; of which 5 are reproduced. 

The results showed changes in the E.E.G. closely 
resembling those seen in idiopathic epilepsy. They fell 
into two main groups, the first showing single or multiple 
spikes or rapid potentials of varied amplitude, the second 
consisting of slow waves of 100-300 microvolts ampli- 
tude and frequency of 2 or 3 per second, or, in deep 
depression, slowing to 1 per second. In some cases the 
spikes combined with the waves to form patterns like 
those of petit mal, or the “* petit mal variant ’’ of Gibbs. 
Spikes of an amplitude of 200 microvolts appeared in 
larval attacks, but when in rapid succession were generally 
accompanied by convulsions. During intoxication the 
pulse rate was markedly lowered, an average of 384 per 
minute dropping to 270 per minute, but this phenomenon 
was reversible on recovery. Desoxycorticosterone or 
hypertonic sodium chloride solution was effective in 
preventing fata terminations. Since these dissimilar 
recordings were all produced by one experimental 
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condition, it is suggested that the different forms of E.E.G, 
seen in petit mal, grand mal, and psychomotor seizures 
may all be due to the same basic disturbance in brain 
function. A. D. Duff 


383. Experimental Researches on Intrahepatic Inocula- 
tions of Benzpyrene in the Proportion 1:2. (Ricerche 
sperimentali sull’inoculazione intraepatica di 1:2 benzo- 
pirene) 

N. Quatrrin. Minerva Medica [Minerva med., Roma 
37 ii, 149-151, Aug. 18, 1946. 3 refs. 


Leucaemia has been regarded as a neoplasm of the 
blood elements, and carcinogenic agents have been 
observed to produce, or at least to be accompanied by, 
leucaemic states in experimental animals. The author 
tried to produce neoplasms in the liver and the changes of 
leucaemia in the blood by injecting benzpyrene into the 
livers of mice, some after previous irradiation and some 
without this. There were 15 in the irradiated group 
and 26 in the other. They were examined after 11 
months, if they lived so long; most survived and appeared 
well at the end of the period. Those that died were 
found to be suffering from tuberculosis. In none of the 
mice was any tumour found in the liver nor any leucae- 
mia-like condition in the blood. [In view of what others 
have found and recorded these results, though negative 
and based on a small number of animals, have some 
value.] H. Harold Scott 


384. Two Different Types of Cryptorchidism. (Vorlau- 
fige Mitteilung tiber den Nachweis zweier verschiedener 
Formen von Kryptorchismus) 

B. GRONFELDER and W. Lascu. Annales Paediatrici 
[Ann. Paediat., Basel] 167, 28-37, July, 1946. 3 figs., 
10 refs. 


Previous work had suggested to the authors that 
cryptorchidism might be due not only to a delayed or 
faulty descent of the testis, but also to a developmental 
lesion in the fifth and sixth weeks of intra-uterine life, 
when it is associated with anomalies of the olfactory 
lobes and of the suprarenals. A connexion between 
anencephaly or hemicephaly and genital maldevelop- 
ments has been recognized for years; the latter also occur 
with other developmental abnormalities of the fore-brain. 
Search of the literature and of the post-mortem records 
of the Hadassah University Hospital at Jerusalem pro- 
duced many examples of this connexion. The post- 
mortem reports showed that all of 7 anencephalic monsters 
and each of the single cases of cyclops and cerebral 
hypoplasia had hypoplasia of the suprarenals, while the 
hydrocephalics and one monster with no cranial roof had 
normal suprarenals. The cases with suprarenal -hypo- 
plasia all showed under-development of the gonads as 
well. The developmental lesion in these cases occurs 
in the fifth to sixth week of pregnancy, at the time of the 
differentiation of the olfactory lobes, the suprarenals, 
and the germinal epithelium, while the developmental 
lesion of hydrocephalus and absence of the cranial roof 
takes place at a much later date. ‘ 
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Two post-mortem investigations are reported in full. 
The first was on a female infant of 1 day with defects of 
the skull and brain. The cerebral hemispheres were 
extremely hypoplastic, the olfactory lobes were repre- 
sented by parallel thread-like structures, and the pituitary 
was rudimentary. The left kidney and suprarenal were 
absent, and the right suprarenal was hypoplastic; there 
was stenosis of the orifice of the right ureter and of the 
urethra. The ovaries were the size and shape of those 
ofasmall rabbit. The second post-mortem examination 
was on a female foetus of 6 months with many gross 
abnormalities; the roof of the skull was absent and there 
was eventration of the abdominal contents, but the supra- 
renals were of normal size, and although the left ovary 
was missing, the right ovary and tube and the uterus 
corresponded with the stage of development. 

If this information is applied to distinguishing between 
the two types of cryptorchidism, it will be seen that con- 
genital agenesis, hypoplasia, or aplasia of the testicles 


_will be accompanied by other anomalies of the sexual 


organs, such as hypospadias, atrophy of the scrotum, 
contracture of the raphe, or hypoplasia of the penis. 
At the same time there will be an absence of the sense of 
smell, which can be determined at the eighth year. 
Chemical investigation of the blood and urine may also 
indicate hypoplasia or aplasia of the suprarenals. 
[Surely aplasia of the suprarenals would be incompatible 
with life. It seems that insufficient attention has been 
paid to developmental lesions of the pituitary and hypo- 
thalamus. Disturbances in this region might account 
for all the associated abnormalities in the developmental 
type.] J. Vernon Braithwaite 


385. Van Slyke’s Urea Clearance Test in Indians in 
Health and Disease 
G. K. Tiact. Journal of the Indian Medical Association 
[J. Indian med. Ass.] 15, 287-294, June, 1946. 5 figs., 
17 refs. 


Van Slyke’s urea clearance test was carried out on 50 
healthy Indians and on patients from the medical and 
surgical wards of the Agra Medical College Hospital. 
Blood and urine urea were estimated colorimetrically. 
There were 3 groups of healthy subjects: (a) 30 male 
medical students aged 20-30 years; (b) 10 high-school 
students aged 14-20 years; (c) 10 laboratory assistants 
aged 19-42 years. The abnormal group consisted of 
patients with nephritis, heart failure, secondary anaemia, 
and urological complaints; from the tables it appears that 
25 cases of each of these diseases were investigated. 

The range of blood urea in the normals was from 18 to 
35 mg. per 100 ml. The author points out that this is 
lower than the normal range of 20-40 mg. given for 
Europeans. The urea clearance of the normals varied 
from 30 to 65 (average 51-6) ml. per minute standard 
clearance; maximum clearance rarely occurred. The 
urea concentration factor was caleulated, giving a normal 
range of 36-100. The author considers that a urea 
clearance factor below 50 or a urea clearance below 40 
in Indians indicates renal damage. The value of the 
urea clearance in judging the progress of nephritics is 
stressed. The urea clearance was lowered in heart 
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failure, but might recover if compensation was restored. 
Cases of anaemia secondary to sprue, and ankylosto- 
miasis, were found to have a decrease of renal function 
which was roughly proportional to the fall in haemoglobin. 
A 2-stage operation for enlarged prostate is recommended 
in cases where the clearance is below 60% of normal. 

K. Black 


386. Liver Function Tests 
L. J. Wape. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 16, 426-436, July, 1946. 18 refs. 


Various liver function tests and diagnostic aids in liver 
diseases are discussed, particularly in reference to the 
diseases in which they may be useful. Pigment tests 
favoured by the author are: (1) icterus index for measur- 
ing the intensity of jaundice; (2) simultaneous qualitative 
tests for urobilin and bilirubin in the stools and urine on 
successive days, to distinguish between obstructive 
jaundice due to calculi and that due to other causes of 
obstructive jaundice. The bromsulphalein test (5 mg. 
per kilo body weight) is considered a good one for 
general dye-secreting function of the liver. The alkaline 
phosphatase test is useful as a diagnostic aid in liver 
disturbance due to toxic agents such as organic arsenic, 
especially if this test is combined with the cephalin 
flocculation test. The author advises the combined 
intravenous injection of benzoic acid with phenol- 
sulphonephthalein to show up any renal function failure. 
This test of the liver’s power to conjugate glycine is 
probably the most sensitive general functional test. 
Glucose, laevulose, and lactic acid tolerance tests are 
unreliable. The plasma albumin-globulin ratio and the 
cephalin flocculation tests are particularly helpful as 
diagnostic aids in chronic liver disease; a negative 
flocculation test probably excludes diffuse parenchymatous 
hepatic disease; a positive one is of much less value in 
differential diagnosis. Plasma prothrombin concentra- 
tion is helpful in determining the likelihood of haemor- 
rhage; the response of hypoprothrombinaemia to vitamin 
K_ injection is useful in distinguishing obstructive 
jaundice from that due to diffuse liver disease. Plasma 
cholesterol estimations are of little value in diagnosis. 

H. K. Goadby 


387. Variations and Significance of Cerebro-Spinal 
Phosphoric Content. (La phosphorachie. Ses variations 
et sa signification) 

A. LAFONTAINE. Journal Belge de Neurologie et de 
Psychiatrie J. belge Neurol.) 44-46, 337-343, May, 1946. 
8 refs. 


Phosphorus exists in the cerebrospinal fluid in both 
organic and inorganic form, the ratio being about 3: 1. 
The author adopted the method of Fiske and Subbarow 
(J. biol. Chem., 1925, 66, 374) sometimes supplemented 
by that of Youngburg and Youngburg (J. Lab. clin. 
Med., 1930, 16, 158). Normal values for inorganic 
phosphorus were found to range from 0-9 to 1-6 mg. per 
100 ml. with a mean of 1-32 mg.%%. These figures agree 
with those of other modern investigators. As a rule the 
percentage of inorganic phosphorus in the blood is 3 
times as high as that in the cerebrospinal fluid, but there 
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is no strict relationship between the two fluids in this 
respect. Vitamin D and parathormone alter the level 
in the blood without changing that in the cerebrospinal 
fluid. The latter follows more closely variations in the 
total phosphorus in the cerebrospinal fluid and especially 
its content of phospholipids. Inorganic phosphorus 
and calcium do not retain the same relationship to one 
another in the cerebrospinal fluid as they do in the blood. 
The inorganic phosphorus in the cerebrospinal fluid is 
constantly raised in tuberculous meningitis to levels 
varying from 2 to 3-1 mg.%. In purulent meningitis 
the level may also be raised but to a less degree and less 
constantly. The phosphorus is also somewhat raised 
in hydrocephalus, cerebral haemorrhage, trauma, and 
disseminated sclerosis. In epilepsy, Parkinsonism, and 
most other chronic nervous diseases it remains normal. 
In encephalitis and cerebral tumours low values are the 
rule. 

The author found a similar slight rise in the cerebro- 
spinal fluid calcium in meningitis, hydrocephalus, 
cerebral trauma, and haemorrhage. The amount of 
calcium in the cerebrospinal fluid bears no relation to that 
in the blood except in disseminated sclerosis where there 
was some agreement. Variations in the levels of inor- 
ganic phosphorus and of calcium in the cerebrospinal 
fluid often shift in the same direction as one another 
without any concomitant variation in their blood levels; 
this is thought to indicate that both are dependent on the 
secretion and absorption of cerebrospinal fluid. In some 
cases such variations point to a lesion of the choroid 
plexus. J. G. Greenfield 


388. Spectrophotometric Method for Determination of 
Hemoglobin 

H. Couen and R. D. BARNARD. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] Technical sect., 
10, 134-137, July, 1946. 1 fig., 9 refs. 


A very simple method of haemoglobin determination 
is described using the residue in a red cell counting 
pipette and converting the oxyhaemoglobin into the 
cyanide by the addition of a few crystals of sodium 
cyanide. The percentage absorption is measured in a 
spectrophotometer at 540 my. The haemoglobin in 
grams per cent. is read directly from a calibration curve 
on semilogarithmic paper. H. K. Goadby 


389. The Excretion of Urobilinogen in the Stools and 
Urine during Malarial Infection 

A. pe Vries. Blood [Blood] 1, 348-356, July, 1946. 
1 fig., 27 refs. 


The urobilinogen excretion of 10 consecutive cases of 
malaria (6 benign tertian and 4 malignant tertian) was 
found to be increased in the faeces in all, but the urine 
did not show constant increases. The patients were on 
normal diets and the total daily urobilinogen excretions 
(faeces+urine) varied between 370 and 1,142 mg. 
calculated from a 2-day period and between 325 and 
822 mg. calculated from a 4-day period. Increased blood 
destruction was present in all cases, but only 6 showed 
significant falls in the red cell counts and no correlation 


was noted between these and the urobilinogen excretions, 
Only 1 case had clinical jaundice, and only 1 patient had 
an icterus index greater than 20; there was no correlation 
between the degree of jaundice, or the icterus index, and 
urobilinogen excretion. After the disappearance of the 
parasites from the blood the excretion of urobilinogen 
fell. 

The author suggests that the jaundice and urobilino. 
genuria are due to disturbance of liver function in addition 
to the liberation of bile pigments by haemolysis, and 
considers that an increased excretion of urobilinogen ip 
the faeces is the only unequivocal evidence of increased 
blood destruction. John F. Wilkinson 


390. The Methylene Blue Test for Bilirubinuria: Clinical 
and Spectrophotometric Observations 

G. D. Stokes, E. E. GAmBILL, and A. E. OsTerserg, 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.] 31, 924-933, Aug., 1946. 5 figs., 8 refs. 


This test, shown by the author to depend simply on 
the mixing of the two colours, methylene blue and 
bilirubin, and not on any chemical reaction, was found 
to be slightly less sensitive than Gmelin’s test for bile 
pigment in the urine. H. K. Goadby 


391. The Blood Protein Tyrosine Reaction in Malaria, 
Acute Epidemic Hepatitis, and Certain Other Diseases 
W. B. WARTMAN and N. SHLIMOviTZ. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 212, 60-67, 
July, 1946. - 2 figs., 6 refs. 


This paper contains an evaluation of the protein 
tyrosine reaction of Proske and Watson (Publ. Hith Rep., 
Wash., 1939, 54, 158) in the diagnosis of malaria and 
acute epidemic hepatitis. An average value of 70 
(arbitrary units), with variations between 50 and 100, was 
encountered in 60 estimations performed on 33 normal 
individuals. Values were little affected by either environ- 
mental conditions or the activities of the individual. 
The malarial series was comprised of Army personnel 
who had been exposed in a highly malarious district fora 
period of approximately 4 months. Three months after 
their evacuation to a temperate climate protein tyrosine 
estimations were begun in patients who were found to 
have parasites present in thick blood films. Suppressive 
treatment, consisting of 0-1 g. of mepacrine (atabrine) 
twice a day every third day, was in most cases stopped 
soon after evacuation. The average value, based on 
the examination of 110 patients, was 125, but 40% of 
the readings were found to. fall within the normal limits. 
Initially elevated values returned to normal limits within 
a few months. 

The relapse of 38 (35%) of the cases under investiga- 
tion provided an opportunity for assessing the value of 
the test in predicting relapses. No correlation was found 
between the initial protein tyrosine levels and_ the 
interval elapsing before readmission, and furthermore 
the majority of relapsing patients had normal levels on 
readmission. 

Twenty-seven cases of acute epidemic hepatitis 
(infective hepatitis) were similarly investigated. Blood 
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protein tyrosine levels were elevated at some stage of the 
disease in 25 cases. Estimations performed in a variety 
of other diseases did not show any significant deviation 
from the normal values. 

The authors conclude that the test is of limited value 
in the diagnosis of malaria and of no assistance in pre- 
dicting relapses. The divergence of these results from 


those of Proske and Watson is accounted for by the’ 


difference in the experimental conditions involved in the 
2 series. A. Henderson-Begg 


392. Faecal Urobilinogen: Clinical Evaluation of a 
Simplified Method of Estimation 

N. F. MActaGan. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 27, 190-200, June, 1946. 
2 figs., 11 refs. . 


A simplified method is described for the estimation of 
faecal urobilinogen. Fresh formed stool 1-5 g. is weighed 
out in a test tube, and emulsified in 9 ml. of water; 
10 ml. of 20% ferrous sulphate (20 g. FeSO,, 7H,O plus 
92 ml. of water) followed by 10 ml. of 10% sodium 
hydroxide are added, each addition being we :/mixed in. 
After standing for 1-3 hours, the mixture is filtered 
through an 11 cm. Whatman No. 1 paper; 2 ml. of the 
filtrate is then measured into a dry 250 ml. cylinder, 
mixed with 2 ml. of Ehrlich’s reagent, and allowed to 
stand for 10 minutes; 6 ml. of saturated sodium acetate 
is then added, and the pink colour which is developed is 
reduced if necessary to a suitable intensity by the addition 
of distilled water. The solution is now compared in 
either a photo-electric or a Duboscq-type colorimeter 
against a neutral grey screen. If the former method of 
comparison is to be adopted a blank is prepared composed 
of 2 ml. of filtrate, 2 ml. approximately 6 N hydrochloric 
acid, and 6 ml. sodium acetate similarly treated with 
regard to dilution, and used for the zero setting. The 
instrument is standardized with Terwen’s solution 
(1 ml. of 0-05% phenolphthalein in alcohol, 5 ml. of 
saturated aqueous sodium carbonate, and water to 
100 ml.), which gives a colour equivalent to that obtained 
from 0-387 mg. urobilinogen for 100 ml. This solution 
should be freshly prepared as it deteriorates appreciably 
in 1 hour. A green filter is used for the comparison. 
‘If a Duboscq-type colorimeter is employed the blank is 
omitted, and comparison is made against a neutral grey 
screen of 0-5 density, using an Ilford “* spectrum yellow 
green ’’ or other similar type filter. The screen and filter 
combination is standardized against Terwen’s solution. 

The author stresses the importance of testing only 
fresh formed stools by this method. Normal values 
in 47 cases varied from 30 to 220 mg. per 100 g. of stool, 
or 22 to 121 mg. if estimated on 4 consecutive 24-hourly 
collections. Results above the normal level were noted 
in retention jaundice (7 out of 7 cases), malaria (11 out of 
11), untreated pernicious anaemia (5 out of 6), aplastic 
anaemia (in the 1 case seen), after fractures of long bones 
(11 out of 12), and in cases of infective hepatitis during 
the recovery stage (3 out of 23). Values below normal 
were found in infective hepatitis (6 out of 23), and ob- 
structive jaundice (8 out of 10). Repeated urobilinogen 
estimations combined with serum bilirubin estimations 


are helpful in evaluating the aetiological significance of 
jaundice. The method is also of value as an index of 
haemolysis in the differential diagnosis of the anaemias, 
especially when carried out in conjunction with reticu- 
locyte counts. A. Henderson-Begg 


393. Quantitative Determination of Organic Acids in 
Feces. [In English] 

A. V. M@LLER and E. KirK. Acta Medica Scandinavica 
[Acta med. scand.] 125, 55-62, Aug., 1946. 12 refs. 


The organic acids in faeces, derived mainly from 
bacterial decomposition of food containing carbohydrates, 
are found in increased amounts in intestinal fermentation 
dyspepsias. The authors’ method for their determina- 
tion is based on Goiffon and Nepveux’s adaptation of the 
Van Slyke and Palmer titration method for the determina- 
tion of organic acids in urine. Using the original 
Goiffon and Nepveux methods the authors found 
difficulty in establishing the end-point of titration owing 
to fading of the indicator tropaeolin 00. This was always 
the case when on reaching the apparent end-point of 
titration the pH value of the solution was below 2:7. 
In 28 out of 44 determinations the values obtained by 
the original titration method were up to 900% higher 
than the true values found by the authors’ potentio- 
metric titration method. Homogenized faeces 10 g. was 
made up with distilled water to a volume of 98 ml.; 
2 ml. of aluminium chloride solution of specific gravity 
1-3324 was added; after precipitation of the proteins 
10 drops of a 2% alcoholic phenolphthalein solution, and, 
under stirring, 4 g. of powdered calcium oxide were added 
till the appearance of a distinct red colour. After 5 
minutes the solution was filtered through a folding 
filter, 25 ml. of the filtrate was drawn off with a pipette 
into a 100 ml. Erlenmeyer flask, and 0-1 N hydrochloric 
acid to a pH of 8-0 was added; 5 ml. of 0-02% tropaeolin 
00 solution was slowly added. The tropaeolin 00 solu- 
tion is prepared immediately before use by dilution of a 
0-:2% alcoholic solution with water. Under potentio- 
metric control [a screened glass electrode and a saturated 
potassium chloride reference electrode were used] 0-1 
N hydrochloric acid was added in amounts of 0-5-1-0 ml. 
under constant stirring, and, when a pH of 3-0 was 
reached, further 0-1 N hydrochloric acid was added drop 
by drop to a pH of 2-7. The total organic acids are 
calculated from the formula: organic acids in 10 g. of 
faeces in terms of ml. of 0-1 N solution=(ml. of 0-1 
N hydrochloric acid used —1-2)x4. The amounts of 
organic acid in faeces of 29 normal individuals taking an 
ordinary mixed diet averaged 16-6 per 10 g. faeces [with 
a standard deviation of 4-6] and the mean of the total 
daily excretions of organic acids amounted to 205 [with 
a standard deviation of 113]. This is in agreement with 
the figures quoted by previous investigators. In 15 
patients suffering from Sonne dysentery, paratyphoid A, 
chronic colitis, tuberculous enteritis, and acute enteritis 
the corresponding values were 28-3 per 10 g. faeces 
[standard deviation 8-4], and 1,210 per 24 hours [standard 
deviation 730], considerably and significantly higher than 
the normal values. M. B. Klein 
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Microbiology 


394. Some Epidemiological Aspects of Sensitivity to 
Histoplasmin and Tuberculin 

M. L. Furcotow, R. H. HIGH, and M. F. ALLEN. 
Public Health Reports {Publ. Hlth Rep., Wash.) 61, 
1132-1144, Aug. 2, 1946. 4 figs., 6 refs. 


The authors report preliminary findings in an investiga- 
tion to establish the major epidemiological characteristics 
of histoplasmin sensitivity. To determine this, histo- 
plasmin and tuberculin skin tests and chest radiographs 
were made on 17,000 persons in Kansas City in 1945, 
The tuberculin employed was purified protein derivative, 
a single dose of 0-0001 mg. in 0-1 ml. of diluent being 
given intracutaneously. The histoplasmin (H;) was used 
in a dilution of 1 : 1,000 and 0-1 ml. was injected intra- 
cutaneously. For both skin tests a reaction was con- 
sidered positive if the induration measured 5 or more mm. 
in diameter at the 48-hour reading. . 

The authors summarize their results as follows: 
(1) The percentage of positive histoplasmin reactors 
among white persons is slightly higher than among 
negroes, higher among males than females and among 
non-lifetime residents than lifetime residents. (2) The 
percentage of positive tuberculin reactors is 3 times 
higher among negroes than white persons. Very little 
difference was observed between males and females or 
non-lifetime and lifetime residents. (3) The frequency 
of pulmonary calcification is over twice as high among 
reactors to histoplasmin alone as to tuberculin alone. 
The frequency of calcification among those who reacted 
to neither test was very low (26%). Among those who 
reacted to either tuberculin or histoplasmin there is a 
marked increase with age in the occurrence of calcification. 

Jos. B. Ellison 


395. Studies on Phagocytosis 
J. W. Czexatowskt. Edinburgh Medical Journal 
[Edinb. med. J.| 53, 311-324, June, 1946. 4 figs., 6 refs. 


Extending his previous work on phagocytosis and op- 
sonization of bacteria (Edinb. med. J., 1943, 50, 40), 
the author demonstrates that observations concerning 
the phagocytic properties of stored Jeucocytes and the 
opsonic activity of stored blood plasma for Strep. 
viridans are paralleled for other bacteria, the duration 
of the period of phagocytic activity varying for different 
bacteria. Fresh plasma is shown to possess a greater 
opsonizing power than stored plasma, prolonging the 
activity of stored leucocytes by 50% against Strep. 
haemolyticus, and Staph. aureus, and 100% against E. 
coli, Proteus vulgaris, Strep. faecalis, Strep. viridans, 
and Staph. albus. 

Phagocytosis of Strep. haemolyticus and Staph. 
aureus suspended in saline and opsonized by stored 
plasma ceases altogether after the fourth day of storage. 
If the bacteria are re-suspended in the supernatant fluid 
of the centrifugalized culture medium, phagocytosis 


under similar experimental conditions ceases in less than 
48 hours. This phenomenon is not influenced by the use 
of fresh plasma in place of stored. The sensitivity of 
leucocytes to this inhibitory factor was shown to 
increase rapidly with storage, especially during the first 
3-6 hours, the phagocytic properties of fresh leucocytes 
being insignificantly affected. 

Estimation of opsonic indices with fresh and stored 
leucocytes opsonized by plasma “inactivated” by 
storage, and heating for 15 minutes at 56° C., and 
following *‘ reactivation ’’ by the addition of 1/20 fresh 
plasma, provided evidence suggesting the participation 
of two types of opsonin: (1) A thermostable opsonin 
providing approximately one-fifth of the total opsonizing 
power of the plasma, and responsible for basic non- 
specific opsonization. This opsonin is probably identical 
with the “residual phagocytic factor” of Ward and 
Enders (J. exp. Med., 1933, 57, 527), while experi- 
mental evidence suggests that only fresh undegenerated 
leucocytes are capable of phagocytosing bacteria 
opsonized by this factor. (2) An _ opsonic factor 
having five times the activity of the basic factor, which 
is thermolabile, and considerably less resistant to storage, 
The addition of small amounts of fresh plasma to 
heat-inactivated plasma does not regenerate the lost 
opsonic activity, whereas a similar addition to plasma 
inactivated by storage will restore within certain limits 
the properties of opsonification. 


A. Henderson-Begg 


396. Reactions to Antipneumococcal Rabbit Serum. 
II. Failure to Adsorb Sensitizing Antibody by Kieselguhr, 
Fullers’ Earth, Berkefeld Filtrations, and Aluminium 
Hydroxide 

O. SwInerorD. Journal of Allergy {J. Allergy] 17, 187- 
189, July, 1946. 5 refs. 


An attempt was made to separate the sensitizing from 
the therapeutic antibody in antipneumococcal serum: 
(a) filtering 10 ml. of Type If antipneumococcal rabbit 
serum through 7 g. of fuller’s earth in a Seitz filter and 
(5) adding fuller’s earth to 5 ml. of Type II serum until 
all but about 2 ml. was absorbed, and then inverting 
frequently for 4 days, failed to remove the anaphylactic 
antibody. Two guinea-pigs in each experiment were 
sensitized intra-abdominally (1-5 ml. in (a) and 1-0 ml. 
in (b)) by the serum so treated, and all died from anaphy- 
laxis when 2 days later Type II pneumococcal poly- 
saccharide was given intravenously (1 mg. in 1 ml. to 
both pigs in (a) and 1-0 ml.+1-5 ml. of 0-2 mg. per 
ml. in (5)). 

Type II serum, 10 ml. of which was diluted with equal 
parts of normal saline and passed through 5 Berkefeld 
filters, was similarly shown in 2 guinea-pigs still to have 
anaphylactic antibodies (1-5 ml. of filtrate and 1-0 mg. 
of polysaccharide in 2 animals). 
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Ten ml. of Type I serum was mixed with an equal 
yolume of kieselguhr for 3 days and 1-5 ml. of the super- 
nate was injected intra-abdominally into each of 3 
guinea-pigs. Asa control 1 ml. (1 mg.) Type II pneu- 
mococcal polysaccharide was injected intravenously with 
no ill effect, while 1 ml. (1 mg.) of Type I a 
caused anaphylactic death of all animals. 

Mixing aluminium hydroxide with Type II serum as 
was done with the fuller’s earth (4) also failed to remove 
the anaphylactic antibodies (1 ml. of supernate+ 1-25 ml. 
of polysaccharide 0-2 mg. per ml. in 2 animals). 

These results are in contrast with the reported absorp- 
tion of the erythematous-oedematous reaction factor 
by the substances used above from a variety of antisera. 

D. A. Williams 


397. Inhibiting Action of Asparagin and Cysteine on the 
Growth of the Tubercle Bacillus. (Influence antagoniste 
de l’asparagine et de l’'acide cystéique sur la croissance du 
bacille tuberculeux humain) 

E. PERDIGON, F. Bouquet, M. T. MAZAuDIER, and F. 
GopaRD. Annales de l'Institut Pasteur [Ann. Inst. 
Pasteur] 72, 573-579, July—Aug., 1946. 10 refs. 


It is known that the growth of the tubercle bacillus is 
favoured by asparagin; as an analogy of the relation- 
ship between sulphanilamide and p-amino-benzoic acid, 
it might be expected that cysteic acid (2-amino 3-sulphonic 
propionic acid), in which the CONH, group of asparagin 
is replaced by an SO;H group, would act as a growth 
inhibitor. This was found to be the case; cysteic acid 
added to the culture medium inhibited the growth of 
tubercle bacilli, and this inhibition could be antagonized 
by large amounts (4 times the quantity of cysteic acid) 
of asparagin. The cysteic acid had no effect on the 
growth of the avian tubercle bacillus, the timothy-grass 
bacillus, Proteus vulgaris, Escherichia coli, or Staphy- 
lococcus aureus. In vitro, cysteic acid was haemolytic, 
but rats given repeated injections showed only some loss 
of hair from the head. R. E. O. Williams 


398. Reactions to Antipneumococcal Rabbit Serum. 
Ill. Effects of Varying Amounts of Pneumococcal Poly- 
saccharide on Reversed Passive Anaphylaxis in Guinea- 
Pigs. IV. A Simple Roughly Quantitative Method of 
Measuring Circulating Polysaccharide 

H. R. S. L. EversoLe, and O. 
Journal of Allergy [J. Allergy] 17, 190-196, July, 1946. 
1 fig., 13 refs. 


Prompt anaphylactic reactions to therapeutic injections 


of antipneumococcal rabbit serum are common. _ If tests 
for sensitivity are positive conventional anaphylaxis is 
thought to be the explanation; if sensitivity tests are 
negative reversed passive anaphylaxis is suggested. The 
role of circulating polysaccharide in the production of 
reversed passive anaphylaxis was studied, especially as 
Patients with measurable amounts of circulating poly- 
saccharide have a bad prognosis, and are, therefore, 
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possible candidates for antiserum. The following 
experiments were carried out: 

Amounts varying from 0-01 mg. to 4-0 mg. of Type I 
polysaccharide were injected intravenously into guinea- 
pigs and 60-90 minutes later 2 ml. of Type I antiserum 
(3 different batches of 10,000 units per ml. were used) 
was given intravenously. The results showed that when 
the sensitizing dose of polysaccharide was 0-02 mg. or 
less no reaction occurred (12 guinea-pigs); with 0-1 mg. 
slight or moderate reactions occurred in 4 out of 7 
guinea-pigs ; while with 0-5 mg. and over all had re- 
actions and 25 of 29 guinea-pigs died, showing post- 
mortem changes typical of reversed passive anaphylaxis. 

A similar type of experiment was carried out with 
Type If polysaccharide and 2 ml. of Type II antiserum 
(2,000 units per ml.). The results showed similar 
qualitative but different quantitative results and were 
rather less uniform. No reactions occurred with a 
sensitizing dose below 0-005 mg. (10 guinea-pigs), but a 
high proportion when above 1-5 mg. (6 deaths and 9 
moderate reactions occurring in 15 guinea-pigs). 

Type I polysaccharide in amounts varying from 
0-1 mg. to 2:0 mg. was injected intravenously into guinea- 


' pigs of approximately equal weight, and serum from 


samples of blood removed an hour later was titrated for 
circulating polysaccharide as follows: 1/10 ml. of the 
serum was added to 0-5 ml. of antipneumococcal serum 
in a capillary “J” tube, mechanically shaken for 5 
minutes, incubated at 37° C. for 1 hour, and kept in the 
refrigerator over night. It was then centrifuged at 
2,000 r.p.m. for 45 minutes and the volume of precipitate 
estimated. The results showed that the polysaccharide 
persisted in the circulating blood of the guinea-pigs for 
an hour in measurable quantities and roughly proportional 
to the amount injected. 

Precipitin tests similar to the above were carried out 
with varying quantities of polysaccharide in saline, and 
it was shown that it could be readily detected in amounts 
of 0:0005 mg. and over. Polysaccharide diluted with 
plasma gave similar results. 

Type I polysaccharide 10 mg. was injected into a 
patient with an estimated plasma volume of 3,000 ml. 
and 10 minutes later some blood was taken. Varying 
amounts of serum, from 0-1 ml. to 2-0 ml., were found to 
give measurable precipitates, the amount correspond- 
ing with the amount of serum used. The last two 
experiments were repeated with Bullowa’s method, but 
differences in titre were recorded as not striking and 
advantages are claimed for the “ J” tube method. 

It is pointed out that the finding of the highest evidence 
of passive anaphylaxis in those guinea-pigs with an 
appreciable excess of circulating antigen is at variance 
with the theory that reversed passive anaphylaxis is 
mediated by antigen fixed to the tissue cells. It is 
tentatively suggested that in patients requiring thera- 
peutic pneumococcal serum, polysaccharide determina- 
tions might be done first by the quantitative method 
described and then, if definite amounts of polysaccharide 
are found, the serum should be given slowly and initially 
in small amounts. D. A. Williams 
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399. Food Yeast in the Feeding of Infants: Its Use in | 


Cases of Mild Diarrhoea 
H. ve Ricue. South African Medical Journal [S. Afr. 
med. J.] 20, 430-434, Aug. 10, 1946. 8 refs. 


With a view to obtaining a high protein diet and 
additional B vitamins it was decided to study the effects 
of giving food yeast during an outbreak of infantile 
diarrhoea at Knysna in the spring of 1946. Seventeen 
cases were treated; 1 patient was 24 months old, the 
rest were all between 8 and 20 months old. The general 
health was not particularly good, 2 having infantile 
pellagra and 1 a positive tuberculin test; 3 had a tempera- 
ture of over 100° F. (37-8° C.) when seen, 4 were slightly 
dehydrated, 3 developed otitis media, and 7 had a sore 
throat and enlarged tonsils. Of the 9 who were seen 
again immediately after recovery, 6 had gained and only 
2 had lost weight. Most of the infants had had symptoms 
only a few days. All except 1, recovered within 2 to 5 
days of starting treatment; in the one exception the 
diarrhoea took 9 days to cease and the child had to be 
given an opium and bismuth mixture. In 5 cases it 
was felt safer to give sulphathiazole in addition. 

The food yeast was given in a dose of 2 heaped tea- 
spoonfuls 8 times a day, mixed with a little boiled water 
in cases of infants not yet on solid food. When the 
infants took solid food, the yeast was added to cornflour 
or oatmeal porridge after cooking. Breast-fed babies 
were kept on the breast and other infants on dried-milk 
mixtures with additions of cornflour or porridge. Vege- 
tables, fruit, and other food were withheld for a few days. 
As much boiled water containing a little salt (4 teaspoon- 
ful to a glass) was given as they wanted. The infants 
appeared to like the yeast food except 1 who refused 
to eat it; it was thought to be digestible. There was no 
vomiting. 

It was calculated that the total daily intake of 30 g. of 
food yeast provided 12 g. protein, 270 calories, 0-6 to 0-9 
mg. thiamine, 1-5 to 1-8.mg. riboflavin, and 12 to 15 mg. 
nicotinic acid. Thus compared with the 25 to 30 oz. (700 
to 850 g.) of breast milk consumed by a 3-months-old 
baby, the food yeast gave more protein, half as many 
calories, as much thiamine, and considerably more 
riboflavin and nicotinic acid. 

More experimental work in this field is required, 
especially in view of the high purine content of food yeast. 
The impression was gained that the yeast was not so 
effective when used shortly afterwards on the same child 
for a subsequent attack of diarrhoea. 

A. M. Stewart-Wallace 


400. Dietary Treatment in Entero-Colitic Syndromes in 
Infancy. (Tratamiento dietético de los sindromes entero- 


coliticos en la infancia) ; 
R. MALLOL Garcia. Actualidad Médica {Actualid. méd., 
Granada] 22, 447-459, Aug., 1946. 


Paediatrics 
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401. Meningitis (Nontuberculous) in Children. A Clini- 
cal Report on 146 Cases 

J. A. Jones. Pennsylvania Medical Journal (Penn. med. 
J.] 49, 1085-1089, July, 1946. 31 refs. 


This paper is an analysis of all cases of non-tuberculous 
meningitis admitted to 2 hospitals during 1939-44. 

Of 146 cases, 98 were meningococcal in origin, carrying 
a mortality of 9-3%. Early care in hospital was the rule 
on account of the sudden onset and epidemic character 
of the disease. Carriers were an important problem, the 
organism being found in the nasopharynx of 1 or both 
parents in 33 out of 42 homes investigated. Type II was 
the commonest variety. Therapy was too varied to 
allow of evaluation of individual drug action. 

At 1 hospital in 1944 all the 14 children admitted 
recovered, 13 having been treated with sulphamerazine 
and 1 with sulphadiazine. At the other hospital, out of 
30 admissions, 1 child died in spite of sulphadiazine 
treatment. [No dosage is given. , At the second hospital 
not all cases were treated with sulphadiazine, and the 
mortality, if any, of the untreated cases is not given] 
One case in 5 in the series had petechiae. The laboratory 
reported a positive blood culture in 19% of cases, a 
positive cerebrospinal fluid culture in 64%, and a 
positive C.S.F. smear in 73%. 

Meningitis due to Haemophilus influenzae was the next 
commonest, occurring 20 times with a mortality of 65%. 
Most of the patients were treated in the era before 
penicillin therapy, and about three-quarters of the 
children were under 2 years old. Although influenzal 
meningitis is apparently a primary infection there was 
often evidence of paranasal sinusitis. Chronic meningitis 
with lateral sinus thrombosis and abscess formation 
occurred in the series. Cases with purulent aural 
discharge containing H. influenzae were nearly always 
fatal. The mortality was lowered most effectively by 
sulphadiazine and rabbit-serum therapy (Alexander and 
Pitman, J. exp. Med., 1931, 53, 471). Streptomycin is 
now advised, but it has not been used in this series. The 
laboratory reported positive blood cultures in 30% of 
cases, positive C.S.F. cultures in 70%, and positive C.S.F. 
smears in 80%. 

Pneumococcal meningitis occurred 19 times with 18 
deaths, most of the cases being treated during the period 
before sulpha-penicillin therapy could be employed. 
The 1 child who recovered received penicillin. Any 
type of pneumococcus could cause meningitis, which in 
7 cases was preceded by an upper respiratory infection. 


Early involvement of the brain with copious thick exudate § 


and foci in the middle ear, mastoid, or sinuses made 
treatment difficult. The laboratory found a positive 
blood culture in 22%, positive C.S.F. culture in 94%, and 
positive C.S.F. smear in 88° of all cases. 

There were 9 cases of streptococcal meningitis with a 
56% mortality. Of the 4 survivors, 1 was given sulpha- 
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thiazole, 1 sulphathiazole after sulphanilamide, and 2 
sulphadiazine and penicillin. This type of meningitis 
was usually found to be secondary to a focus elsewhere; 
in 3 cases Otitis media was present. The author recom- 
mends a combination of penicillin with either sulpha- 
diazine or sulphamerazine in the treatment of these cases. 
[More prompt and careful treatment of acute aural and 
respiratory infections, especially in ill-nourished children, 
would prevent many cases of pneumococcal and strepto- 
coccal meningitis.] The laboratory reported a positive 
blood culture in 25%, a positive C.S.F. culture in 100%, 
and a positive C.S.F. smear in 62% of cases. 

A note is inserted covering admissions from Jan., 1945, 
to May 1, 1945, showing 7 cases of meningococcal 
menigitis with 1 death and 4 cases of pneumococcal and 
3 of influenzal meningitis without a death. [The method 
of treatment is not stated, but presumably followed the 
lines recommended.] C. E. Donaldson 


402. Primary Purulent Meningitis in Infancy due to 
Ps. pyocyanea. (Primiare, eitrige Pyozyaneus-Meningitis 
bei einem jungen Kinde) 

M. AGULNIK. Annales Paediatrici [Ann. Paediat., Basel 
167, 38-43, July, 1946. 1 fig.,.11 refs. 


‘Primary purulent meningitis in the newly-born is a 
rare occurrence; the following case is recorded. A 
boy, born of healthy parents on Aug. 23, 1945, was 
apparently normal. There was circumcision [presumably 
ritual] on Aug. 31. On Sept. 6 the temperature rose to 
103° F. (39-4° C.), and the mother thought that he had 
abdominal pain. No urine was passed for 8 hours. A 


right inguinal gland became enlarged to the size of a pea. 
On Sept. 8 fever was again present up to 101° F. (38-3° C.) 
rising to 102° F. (38-9° C.) the following day. The right 
leg moved a little less freely than the left owing to the 


inguinal adenitis. The boy was admitted to hospital 
where the only clinical abnormalities found were a 
temperature of 104° F. (40° C.), a granulating circum- 
cision wound, and inguinal adenitis chiefly on the right 
side; reflexes were brisk but not abnormal, fontanelle not 
bulging. Blood examination showed 36,000 leucocytes 
per c.mm., 72% of which were polymorphs. On Sept. 10 
the temperature rose to 105° F. (40-6° C.), and the patient 
showed right lateral decubitus, marked convergent squint, 
and slight opisthotonus. Cerebrospinal fluid was under 
pressure, turbid to purulent, containing 6,400 cells per 
c.mm., and Ps. pyocyanea. Sulphapyridine 0-25 g. was 
administered 4times. The next day there was a temporary 
clinical improvement; 3,000 units of penicillin was 
administered intrathecally. Thereafter, however, the 
condition steadily deteriorated in spite of intramuscular 
and intrathecal penicillin and sulphadiazine. Only a few 
drops of turbid fluid could be obtained by lumbar 
puncture. The child died on Sept. 15, the tenth day of 
the illness. The post-mortem examination showed 
basilar septic meningitis, with much pus in the posterior 
cranial fossa and the lumbar canal, a septic spleen, and 
subpleural haemorrhages. Interstitial pneumonia was 
demonstrated histologically. 

Cases previously recorded in the literature of pyo- 
cyanea meningitis number 57 in adults, 10 in children 


from 1 to 12 years, and only 8 in infants of under 6 weeks. 
The portals of entry of the infection in these last cases 
were various—the middle ear, umbilicus, amniotic fluid 
in a case of maternal septic endometritis, and spina 
bifida. Allin (Canad. med. Ass. J., 1941, 44, 288) 
reported a case of infection from the maternal faeces. 
A typical finding was thick green, fibrinous pus in the 
cerebrospinal fluid, which flowed through the lumbar 
puncture needle with difficulty. 

The case reported here presents a typical example of 
the difficulty of diagnosing acute purulent meningitis in 
the newly-born. Except for the marked convergent 
squint, all the symptoms to be expected in such a case 
were absent. The localization to the base of the brain 
resulted in the absence of irritative motor signs and 
caused no bulging of the fontanelle. Treatment was of 
no avail, as in the other 8 cases. The entrance point of 
infection was unique, although Koplik in 1916 [reference 
not given] had reported a case of E. coli meningitis 
following circumcision. 

[The use of the term “ primary ”’ in this case is question- 
able, as the meningitis was secondary to a septic wound.] 

J. Vernon Braithwaite 


403. Celiac Syndrome. V. Genetics of Cystic Fibrosis 
of the Pancreas with a Consideration of Etiology 

D. H. ANDERSEN and R. G. HopGes. American Journal 
of Diseases of Children [Amer. J. Dis. Child.| 72, 62-80, 
July, 1946. 20 figs., 28 refs. 


Until the aetiology of cystic fibrosis of the pancreas 
has been made clear, there is little hope of decreasing its 
incidence. It has been suggested that the disease may be 
due to a hereditary factor, a dietary deficiency during 
pregnancy or early infancy, intra-uterine infection, or 
infection during early infancy. The immediate cause has 
been attributed to obstruction of the large or small 
pancreatic ducts or to some abnormality of the secretion 
of the acinar cells with an abnormal viscosity of their 
products. The disease is occasionally found in several 
children of the same parents. An analysis has been made 
of 48 cases in which the history of the sibling was known, 
of the family pedigree in 20 of these, and also of 56 cases 
in the literature in which information as to siblings is 
given. One half of the patients were male. The 
incidence among siblings of the cases analysed was 
28-9°%, being higher among the cases diagnosed in hospital 
than in those reported in the literature. There was a 
high incidence of pancreatic deficiency in families in 
which a case of congenital intestinal obstruction had 
occurred. 

Fibrocystic disease was present in one or both twins 
in 8 instances, but in no instance was it clear that the 
twins were identical. Consanguinity of the parents does 
not seem to be a factor. The pathological pancreatic 
lesions in some subjects dying from a congenital intestinal 
obstruction are much the same as in subjects dying from 
cystic fibrosis. Some of the cases analysed give support 
to the assumption that the 2 diseases are related. The 
data presented provide support for the hypothesis that 
pancreatic fibrosis is the expression of a hereditary factor. 

In this disease lesions have been found in the pancreas, 
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the intestines, the liver, and the lungs. The pancreatic 
lesions are present at birth in most, if not all cases, and 
the stools are probably abnormal from the neonatal 
period. This pancreatic lesion is not a true malforma- 
tion, but manifests itself late in pregnancy, and the 
occlusion of the ducts is a subsequent development. The 
cystic fibrosis is progressive, and as age advances the 
size of the cysts increases and the acinar tissue decreases. 
These changes lend support to the view that the funda- 
mental fault is the production of an abnormal acinar 
secretion. Congenital intestinal obstruction (meconium 
ileus) associated with pancreatic fibrosis is probably 
produced by increased viscosity of the meconium due to 
lack of pancreatic digestion. Local areas of hepatic 
cirrhosis are not uncommon, and histologically these 
resemble the lesions found in the pancreas. Hypoplasia 
of the gall-bladder is also a frequent finding. This 
hypoplasia may be the result of obstruction to the flow of 
bile consequent upon an abnormal secretion of the mucosa 
of the gall-bladder. 

The pulmonary lesions associated with cystic fibrosis 
of the pancreas—chronic purulent bronchitis, often 
associated with bronchiectasis, and terminal bronchio- 
genic abscesses—have been well described. Their 
relationship to the pancreatic lesion is not clear, and no 
satisfactory explanation has yet been advanced. The 
vitamin-A absorption of these patients is poor, and is 
probably a contributory factor, but certainly not the sole 
cause. Some other factor or factors should be assumed 
and should be searched for. 

On the basis of the evidence presented, the opinion is 
expressed that cystic fibrosis of the pancreas represents 
the commonest manifestation of a hereditary disease 
which may also involve the intestinal glands, the intra- 
hepatic bile ducts, the gall-bladder, and occasionally 
other epithelial glands, and which has as its primary 
feature the production of abnormal secretion of these 
glands, the morphological features being secondary. 
The pulmonary infection is the result of the nutritional 
deficiency, and one factor contributing to it is a poor 
absorption of vitamin A. The incidence of fibrocystic 
disease of the pancreas among siblings approximates to 
that expected of a recessive trait. Jas. M. Smellie 


404. Spontaneous Chylothorax in Infancy. Prognosis 
and Management 

E. H. WATSON and L. F.: Foster. 
Diseases of Children [|Amer. J. Dis. Child.| 72, 89-94, 
July, 1946. 5 refs. 


American Journal of 


The authors report a case of spontaneous chylothorax 
in an 8-weeks-old baby girl. The symptoms, which had 
been present for a week and become gradually more 
pronounced, were rapid “* wheezy ”’ breathing and general 
distress. There was no cyanosis nor was there any 
pyrexia. Clinically there were signs of a right-sided 
pleural effusion and aspiration yielded 70 ml. of milky 
fluid. The chest was aspirated daily for a fortnight and a 
total of 2,245 ml. of chyle was removed, 240 ml. being 
the maximum at any 1 thoracentesis. Spontaneous 
cessation of chyle leakage occurred with the onset of a 
mild diarrhoea, which may have been coincidental, 


but as Wessel (J. Pediat., 1944, 25, 201) had previously 
reported an exactly similar case there may possibly be 
some connexion between the two. 

The baby was given feeds of reconstituted powdered 
milk 30 oz. (850 g.) and corn syrup 14 oz. (43 g.) daily, 
having a calorie value of 58 per 1b. (0°45 kg.) of body weight 
and she also received 50 mg. of vitamin C and vitamin 
A and D concentrate daily and 100,000 units of vitamin A 
parenterally once a week. Apart from the aspirations 
the only treatment was a prophylactic course of sulpha- 
diazine. Examination of the chyle showed it to have a 
specific gravity varying between 1-008 and 1-13 and to 
contain from 1-7 to 3-3 g. of protein and 1°43 g. of fat 
per 100 ml. 

The authors discuss the results of chylothorax, and poiat 
out that the continued removal of chyle must impair 
nutrition, particularly by the loss of proteins, fat, and 
fat-soluble vitamins. This may be counteracted by 
reinjecting the chyle, with aseptic precautions, intra- 
venously. This was not done in the case described. 
They suggest also that amino-acids given orally and 
intravenously might be helpful in combating the constant 
heavy drain of proteins, both tissue and serum, through 
loss of chyle. Treatment otherwise consists in giving a 
diet containing an excess over the calculated normal 
requirements of protein and carbahydrate to balance the 
loss. Scientific evidence supporting the rationale of 
underfeeding, on the theory that this would reduce the 
formation of chyle, is entirely lacking, but most writers 
advocate the use of a low-fat diet. In respect of proteins 
and fat, chyle has approximately the same composition 
as half-cream cow’s milk and this provides a suitable 
basis for the feeding formula. 

The authors considered the possibility of surgical 
treatment but decided against it on the grounds that 
from recorded experience it is not very successful and 
that [contrary to general belief] most cases reported in the 
literature—they tabulate 13 under 1 year of age—recovered 
as spontaneously as they began. The aetiology remains 
unexplained. Wilfrid F. Gaisford 


405. Hypoprothrombinemia in Infants with Diarrhea 

S. Rapoport and K. Dopp. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 71, 611-617, 
June, 1946. 12 refs. 


A study of hypoprothrombinaemia in 7 infants (ages 
2 to 12 months) suffering from severe diarrhoea, 5 with 
some signs of bleeding, showed that the plasma pro- 
thrombin time was greatly prolonged in 4 and moderately 
in 3. All had had sulphonamide treatment. They were 
given adequate calories, water, electrolytes, and vitamins 
A, B, C, and D during the observation periods, and several 
received stored blood transfusions. Five returned to 
normal prothrombin levels after treatment with vitamin K 
(5 mg. doses daily) while 2 died. The causes of vitamin-K 
deficiency in these infants are considered to be insufficient 
intake, failure of synthesis owing to an alteration in the 
bacterial flora of the intestine caused by the disease itself 
or the action of the sulphonamides, and decreased 
absorption from the intestinal tract. The authors suggest 
that vitamin K should be administered prophylactically 


PAEDIATRICS 


to prevent the hypoprothrombinaemia and the haemor- 
rhagic tendencies in such infants with prolonged 
malnutrition. John F. Wilkinson 


406. Precordial Leads in Children 

A. Batrro and J. C. MENDy. Archives of Internal 
Medicine {Arch. intern. Med.] 78, 31-41, July, 1946. 
8 figs., 8 refs. 


The authors investigated the appearances of the chest 
lead electrocardiograph in 50 healthy children of whom 
13 were 0 to 2 years old, 16 were 3 to 5 years, and 21 were 
6to 10 years. Generally speaking the chest lead ECG 
int the oldest group begins to approximate to the adult 
type in apex-distant leads, whereas in younger children 
this is observed only in the apex-nearer leads. The 
growth of the heart and the development of the thorax 
with the gradual lowering of the level of the diaphragm 
are regarded as important factors to account for the 
gradual change in the chest lead ECG. For details the 
original paper should be consulted. B. Samet 


407. The Treatment of Urinary Incontinence in Infants 
with Atropine. (Le traitement de l’incontinence d’urine 
chez l'enfant par l’atropine) 

P. DE SAGHER. Revue Médicale de Liége [Rev. méd. 
Liége] 1, 178-180, Oct. 1, 1946. 


Nocturnal incontinence is divided into two categories. 
(1) Symptomatic enuresis, in which a cure of the initial 
disease will result in the disappearance of the incon- 
tinence; of such are diseases of the nervous system 
(epilepsy, medullary lesions, and spinal caries), mal- 
formations of the urethra, phimosis, preputial adhesions, 
adenoids, hypertrophied tonsils. (2) Essential enuresis, 
in which the cause is obscure. Included in this category 
are enureses of endocrine origin, which may respond 
to pituitary extract, thyroid, or even suprarenal extract. 
The enuresis which ceases at puberty is probably of 
this origin. 

Essential enuresis may be: (a) atonic, characterized 
by atony of the external sphincters; it is essentially 
nocturnal and rarely persists until puberty; (6) an 
exaggerated irritability form, in which there is either 
hypertonicity of the smooth muscle fibres of the bladder 
preventing the bladder from distending to its normal 
capacity, or hyperexcitability of the vesical centre in the 
medulla. Such enuresis is often combined with incon- 
tinence by day. In this type atropine gives excellent 
results. 

The atropine method of Comby, modified and 
improved, has given a high percentage of cures in those 
cases in which the treatment of the apparently obvious 
cause has been unsuccessful. The important point is 
the gradual increase in the dose of neutral atropine 
sulphate 1 : 1,000 (20 drops=1 mg.). Treatment begins 
with 5 to 6 drops daily, rising to 30 to 40 drops after 
several weeks. The treatment may have to be repeated 
several times before the cure is complete. 

At the age of 3 years a cure should be effected in a few 
weeks, but as age increases cure may take from 3 to 10 
months. It is necessary to see the child more frequently 
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as the treatment progresses becatise the drug is toxic. 
The following is the solution prescribed: neutral atropine 
sulphate 1 cg.; laurel water 10 cg. The initial dose of 
this solution is 4 to 6 drops taken in a little water during 
the last meal. In the case of incontinence during the day 
the dose is split up into three and taken in the morning, 
at midday, and in the evening. In addition a light diet 
is ordered and fluids at night are curtailed. The child 
must be assured that a cure will be obtained. After 
6 to 8 days toxic symptoms may occur: increased pulse 
rate, dilatation of the pupils, dry mouth, congested throat, 
irritability; these symptoms are very rare as atropine is 
well tolerated. The dose is increased by one drop every 
day or every other day according to age. Often the 
incontinence by day is cured, in which case the midday 
dose and then the morning dose are discontinued. After 
the third visit the dose may be increased gradually so 
that 25 drops is reached in 10 to 12 days. At the slightest 
sign of intolerance the treatment is stopped. Out of 
100 children treated 60 were followed up. Of these the 
large majority were completely cured in 15 days to 10 
months. J. Semple 


408. The Radiological Picture in Various Forms of 
Dwarfism. (Quadri radiologici di varie forme di 
nanismo. (Proposta di una _ classificazione basata 
sopratutto sul comportamento dell’accrescimento encon- 
drale)) 

G. pe Giuttand L. Ducct. Rivista di Clinica Pediatrica 
[Riv. Clin. pediat.] 44, 321-352, June, 1946. 19 figs., 
37 refs. 


Ten cases of dwarfism are described and discussed with 
particular emphasis on the radiological findings. The 
first case was of a man, aged 41, who was a dwarf with 
such marked deformity of his bones that he could not 
stand upright. Radiologically, there were signs of 
marked decalcification and deformity with relative 
shortening of the long bones of the lower limbs, due, 
probably, to a disturbance of enchondral growth and to 
be regarded as caused by severe juvenile osteomalacia. 
The second case was of a man of 31, 92 cm. in height; 
radiologically, there were deformities and shortening of 
the bones secondary to multiple fractures with curvatures 
due to abnormal fragility and softening. This was a 
case of dwarfism due to osteopsathyrosis. In the third 
case, a woman, aged 43, 113 cm. in height, there was ' 
marked shortening of the lower limbs. Radiologically, 
there was no decalcification but evidence of severe 
rickets, which in this case was the reason for her stunted 
growth. The authors stress that in rickets, as in 
achondroplasia, the perichondral ossification appears to 
remain intact, whereas the enchondral ossification is 
disturbed. In case 4, a man of 21, 125 cm. in height, had 
the typical features of achondroplasia. 

The subjects in cases 5 and 6 were respectively a woman 
of 27 years (128 cm. in height) and a youth of 17 (133 cm. 
in height). In both there was radiological evidence of a 
pituitary tumour, with microsomia without deformity, 
sexual hyperplasia, and normal intelligence. Case 7 was 
of a youth of 18 (height 131 cm.) who had the history 
and the signs of Cushing’s disease. His illness started 
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at the age of 12 and produced, in addition to the other 
symptoms, dwarfism. Radiologically there was: 
(1) diffuse osteoporosis, pasticularly of the vertebrae; 
(2) diminished length of the skeletal segments of the 
joints; (3) signs of infantilism (sella small and deep, 
para-nasal sinuses not developed, persistence of epiphyseal 
cartilage of the long bones). His dwarfism was possibly 
due to an atrophy of the thymus caused by lack of 
thymotrophic hormone. The eighth case was of a boy 
of 4 (height 80 cm.) who was a hypothyroid dwarf, and 
the radiograph showed hypotrophic ossification centres 
but normal periosteal ossification. The distal epiphyseal 
nuclei were missing in the upper arm and thigh bones. 
The cardiac shadow was characteristically enlarged. 
Cases 9 and 10 were of girls, one aged 9 (height 124 cm.) 
and the other aged 17 (height 136 cm.), showing radio- 
logically marked changes in the cranium and in develop- 
ment of the skeletal system. In the former case there 
was sexual precocity with uterine bleeding at the age of 
1 year and growth of pubic and axillary hair. The 
cranium was enormously enlarged. The child died after 
operation for subdural haematoma. Necropsy revealed 
(?) subdural haematoma, dilated ventricles, and marked 
enlargement of the ovaries with cyst formation in an 
enlarged uterus. Radiologically, there was complete 
union of epiphyses of metacarpal bones and phalanges 
and of the tibiae. In the elder girl there was also sexual 
precocity. Radiologically, the sella was a little enlarged 
and there was also complete union of the epiphyses. 
Both cases were regarded as dwarfism due to precocious 
sexual and skeletal development, but whether due to 
pituitary or pineal disturbance could not be decided. 
In a discussion the various radiological signs are 
evaluated, such as decalcification, normal calcification, or 
thickening. The authors classify their studies in 3 
groups: (a) In the first the bony development appears 
accelerated or delayed, without radiological evidence of 
local causes or of disproportion between enchondral and 
perichondral growth. Cases 9 and 10, and 5, 6, 7, and 8 
were examples of this group; the last 4 being obviously 
endocrine in nature. (6) In the second there are local 
changes in the linking cartilage and the results of the 
disproportionate growth of enchondral and perichondral 
ossification are evident. To this group belongs dwarfism 
due to rickets and to achondroplasia, in which there are 
certain similarities radiologically although the aetiology 
is different. (c) In the third group there is complete 
lack or scanty signs of enchondral growth, and the 
dwarfism depends on the type of bony deformity, as in 
the cases of osteomalacia and osteopsathyrosis. The 
authors consider that these groups should form the basis 
of a new general classification of dwarfism from a 
radiological point of view. V. C. Medvei 


409. Congenital Adrenal Cortical Insufficiency Associated 
with Macrogenitosomia. Follow-up and Terminal Report 
H. E. THELANDER. Journal of Pediatrics {J. Pediat.] 29, 
213-221, Aug., 1946. 3 figs., 1 ref. 


A case of adrenal cortical insufficiency, congenital in 
origin and associated with macrogenitosomia is reported 
with necropsy findings. The family history showed that 
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a boy was born in 1929 who was normal; a second child, 
born in 1935, died at 5 weeks old with symptoms similar 
to those of the patient described. This child was cop- 
sidered to be a female pseudohermaphrodite, but no 
necropsy was performed. ; 

The patient, whose case is destribed in detail, was born 
in 1939, the birth being normal. He gave considerable 
difficulty with feeding and loss of weight. He recovered 
with intravenous therapy, but as soon as parenteral fluid 
was withdrawn he went downhill. In view of the 
similarity to the second child, a diagnosis of adrenal 
insufficiency was suggested, and he was therefore given 
** percortin ” 0-3 ml. daily, with subcutaneous saline and 
salt, in his diet. He improved slightly. At 6 months 
old the genitalia were definitely enlarged, there was 
growth of pubic hair, and the voice was low. At 9 
months he was given 2 drops of desoxycorticosterone 
acetate sublingually 4 times a day, the dose being increased 
to 4 drops 5 or 6 times a day. He remained well and 
continued to gain weight. At 14 months his weight was 
24 |b. 12 oz. (11-2 kg.) and his height was 82 cm. His 
bone age was that of a 3-year-old child. If dosage was 
reduced he became restless and irritable, and drank 
excessive quantities of water. At intervals he was 
readmitted to hospital with convulsions associated with 
infection. His tonsils and adenqids were removed at 
4 years old. He died suddenly after convulsions during 
the onset of an attack of measles. 

The main necropsy findings were as follows. The body 
was that of a child of 13 years (he was, in fact, 6 years 
old). He was 58 in. (147-3 cm.) long and weighed 90 lb. 
(40-8 kg.). Body musculature was well developed and 
the body contours were adult in type, with well developed 
pubic hair. The penis was large. The most striking 
finding was in the adrenals, which were large, the right 
weighing 38 g. and the left 36g. The tissue was primarily 
cortical. There were aberrant adrenal cortical rests in 
both testes. He had a persistent thymus. Other organs 
were normal. Body measurements, yearly bone studies, 
and mental ratings are described. Although the child 
was tall for his age, his ultimate height would have been 
below average and the epiphyses would have closed in a 
year or two. While his appearance was that of an 
adolescent, his testicles were small. Mentally and 
emotionally he was normal and attended a nursery school 
without difficulties. Credit is given to his parents for 
their understanding of his problem. 

Lack of adrenal cortical hormone, however, was 
demonstrated by withdrawal of the drug, which always 
had to be resumed. He reacted severely to disease, with 
convulsions and high fever. Sublingual therapy proved 
simple and satisfactory, except during illness when larger 
doses might have been beneficial. The aetiology remains 
obscure and the existence of some maternal-foetal 
interpathology is suggested. A. G. Watkins 


410. Modern Simplification of Artificial Feeding of 
Infants. (Zeitgemadsse Vereinfachung der kiinstlichen 
Sauglingsernahrung) 

H. Arztliche (Arztl. 
Wschr.] 1, 23-25, July 15, 1946. © 
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Medicine : 


411. Experiences as a Prisoner of War in Japan ; 
§. E. L. STENING. Medical Journal of Australia |Med. 
J. Aust.] 1, 773-775, June 1, 1946. 


Nutritional oedema and pellagra appeared in prisoners 
of war in Japan four months after capture. The 
author cared for 1,000 prisoners who had arrived from 
Formosa: fewer than 60% survived. In 1943 he was sent 
to anew camp in Honshiu Island, where there were 300 
men. Diarrhoea was universal: 30% of the cases 
were regarded as due to dysentery, bacillary or 
amoebic, the remainder as dietetic in origin. An initial 
dose of castor oil, carbarsone, or sulphanilamide in 
small doses proved helpful. [It is difficult to imagine 
why carbarsone should have given relief unless the 
diarrhoea was due to amoebiasis.] The diarrhoea 
aggravated existing vitamin-B deficiency and often 
caused an exacerbation of clinical beriberi. All the 
209 men with beriberi had oedema. It was impossible 
to distinguish this condition from starvation oedema, 
but since this latter condition passed eventually into the 
former, differential diagnosis was not important. The 
presence or absence of reflexes was unimportant in 
diagnosis. Bradycardia was the rule, pulse rates of 30 
per minute being recorded. Blood pressures were 
low. The severest cases of beriberi appeared after 


treatment of an attack of pneumonia or diarrhoea 


with sulphonamides. Small doses of sulphonamides, 
such as 1 g. per ‘day, were sufficient to cause pro- 
nounced exacerbation with oliguria, anasarca, ascites, 
and hydrothorax, the possible cause being the destruction 
of intestinal bacteria and subsequent failure in synthesis 
of vitamins. Large doses of thiamin hydrochloride, up 
to 120 mg. per day (SO mg. by intramuscular injection), 
had only slight effect in relieving oedema. [This failure 
may have been due to a coincident hypoproteinaemia.] 
Equally ineffective were sodium caffeine benzoate, 
salyrgan, urea, “ scillaren’’, digitalis, and hot kidney 
packs. One case responded to a high protein diet, but 
supplies of meat were inadequate for further trial. 
Paracentesis abdominis was performed on 21 patients, 9 
of whom died, while paracentesis thoracis wa$ performed 
on 4 patients, all of whom survived. A case is recorded 
of a Canadian who recovered after removal of 161 litres 
of fluid from his abdomen and 300 ml. from his thorax. 
Pellagra presented the symptoms of glazed tongue 
and angular stomatitis, scaly skin, eczema of the 
scrotum, defective vision, painful feet, diabetes insipidus 
with polyuria, and mental deterioration. The painful 
foot syndrome, which may be present without other 
signs of pellagra, leads to much misery, loss of sleep, 
and exhaustion: exposure to cold brought relief. 
Frequency of micturition was troublesome; it was 
common for micturition to occur 15 times ina night 
and as men became weaker incontinence occurred. 
Geoffrey McComas 


General 


412. Observations by a Pathologist during Three and a 
Half Years as a Prisoner of War in Malaya and Thailand 
A. T. H. MarsDEN. Medical Journal of Australia [Med. 
J. Aust.] 1, 766-769, June 1, 1946. 4 figs. 


While malnutrition in animals causes decreased 
resistance to disease, in man other factors—apathy, 
lack of proper sanitation, overcrowding, dirt, and 
infestation with ecto-parasites—may be important. 
The diet of prisoners of war in Japanese hands was 
grossly deficient in fat and in the vitamin-B complex; 
it contained 60 to 70 g. of protein, much in the form 
of indigestible vegetables. Malnutrition may result in 
a deficiency disease or in a lowered resistance to disease. 
The former may be classified as: (1) general insufficiency 
of food, causing weight loss, lowered blood pressure, 
lowered basal metabolic rate, mental apathy, and 
disinclination for exertion; (2) fat deficiency; (3) protein 
deficiency; (4) vitamin-B complex deficiency, causing 
pellagra, beriberi, and amblyopia. Lowered resistance 
to disease is manifested by susceptibility to tropical 
ulcer, to septic skin conditions, and to invasion of the 
large intestine by secondary organisms in cases of amoebic 
dysentery; by the loss of immunity to infection by 
pathogens of low virulence; and by slowness in 
overcoming infection. Fatigue did not increase suscepti- 
bility to disease, but activated latent infection, 


-particularly in the case of malaria, dysentery, and 


tropical ulcer. While dysentery occurring alone was 
seldom fatal, the combination of this disease with 
avitaminosis, hypoproteinaemia, or malaria made 
treatment very difficult. 

Blood transfusion was invariably performed with 
defibrinated blood. The only objection to this method 
is the loss of fibrinogen comprising some 3% of the 
total protein. Reactions were fewer than with citrated 
blood, and the author recommends it when there is any 
doubt about the purity of citrate solutions. Trans- 
fusion was used for anaemia, malnutrition with 
hypoproteinaemia, chronic dysentery, and pellagrous 
diarrhoea. 

An outbreak of hepatitis occurred in 1945 associated 
with low fever for 2 or 3 months, anorexia, 
tenderness over a liver that was sometimes enlarged, 
and slight jaundice. The author considers that the 
condition was not one of infective hepatitis, but was 
due to the combination of a diet low in protein and 
vitamin B with bacterial infection. 

The importance of sigmoidoscopy in the diagnosis 
of chronic amoebiasis is stressed, also the difficulty of 
finding cysts of Entamoeba histolytica. Examination 
of 6 consecutive daily stools resulted in detection of 
cysts in only half the cases in which infection was 
present. [The view is shared by all pathologists with 
extensive tropical experience.] 

Geoffrey McComas 
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413. Medical Aspects of the Singapore Captivity 
C. Harvey. Medical Journal of Australia (Med. J. 
Aust.] 1, 769-772, June 1, 1946, 


The rapid fall of Singapore resulted in the captured 
force having with it many medical men and a large 
quantity of drugs, instruments, and equipment. 
Conditions were bad and the morale of the troops 
low; a dysentery epidemic began but soon abated 
largely through the careful hygienic measures adopted. 
Early cases were treated with magnesium sulphate; 
later, supplies of sulphaguanidine and sulphapyridine 
became available. Deficiency diseases, due to lack of 
vitamin-B complex, appeared first in April, 1942, in 
British troops who had spent years in the tropics and 
were heavy drinkers. Marmite was more successful in 
treatment than the vitamin B, tablets issued by the 
Japanese. An analysis of the diet is given in the 
accompanying table. 


Dat_y Diet ANALYSIS 


Carbo- 
hydrate 
g. 


Protein 


g Calories 


1942: 
March 
October .. 


1943: 
February . 
August 


1944: 
Average 


1945: 
March: 
Workers 203 32 45 
Non-workers 244 27 44 
July: 
Workers .. .. 261 26 52 
Non-workers .. 227 25 51 


481 49 


2,120 
536 86 


3,030 


490 43 


2,430 
548 86 


3,054 


480 55 2,600 


1,746 
1,486 


1,623 
1,482 


The other deficiency diseases that followed have 
previously been described as occurring among Malayan 


gaol inmates. After preliminary experiments 50 
gallons (227 litres) of grass extract, with an estimated 
riboflavin content of 5 mg. per pint (0-57 litres), were 
Porpuced daily. Vegetables were also grown. 

In reports covering the first 6 months up to November, 
1944, stress is laid on the diminution in calorie content 
of the diet with a coincident improvement in the 
thiamine/non-fat calorie ratio. Beriberi and riboflavin 
deficiencies gradually became fewer. Acute diarrhoea 
almost always responded to 10 g. of sulphaguanidine, 
and amoebic dysentery to 0:25 g. of emetine hydro- 
chloride. Some cases of amoebic dysentery were 
resistant to emetine, and in these relief followed 
acriflavine enemata. In spite of the inadequate supply 
of drugs the death rate was low (18 deaths in 6 
months). In March, 1945, the ration was reduced 
(see table) causing considerable weight loss. Red Cross 
food supplies were helpful but insufficient in quantity. 
Worm and parasitic bowel infestation increased, and 
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response to treatment was poor. Morale was excellent, 
an important factor among dysenterics and those 
chronically ill. Geoffrey McComas 


414. Protein Deficiency Conditions observed in Private 
Practice 

R.R.Scospey. New York State Journal of Medicine [N.Y. 
St. J. Med.) 46, 1691-1699, Aug. 1, 1946. 53 refs. 


Although classical dietary deficiency diseases, with the 
exception of pellagra, are rare in the U.S.A., states of 
borderline deficiency exist with far greater frequency, 
impairing the patients’ usefulness and well-being. A 
diet deficient in one food substance is liable to be 
deficient in others as well, causing multiple deficiencies, 
of which some, perhaps, overshadow others. In the case 
of the proteins, this deficiency may be quantitative as 
well as qualitative, for whereas the body requires certain 
quantities of specific amino-acids, these may not all be 
present in the proteins ingested. Animal protein, which 
has the highest biological value, is also the most expensive 
food substance; hence although plentiful it may be 
unobtainable on account of its expense, or, as in times of 
war, it may be both scarce and expensive. Soon after 
the United States entered the war the author noticed an 
increase in the number of babies, with a “ functional 
nervous unbalance’, These babies were irritable, had 
poor appetites, and developed frequent and severe 
infections. Vitamin therapy and other drugs were tried 
with poor results, but after a few months it was considered 
that some of the symptoms might be due to protein 
deficiency, and these patients appeared to respond to 
supplementary protein therapy. 

The symptomatology is vague. In children the com- 
monest symptoms were: poor appetite (66% of cases); 
frequent or prolonged infections (66°%); loss of weight or 
stationary weight (30%); irritability (30°); abdominal 
pain (30%); insomnia or disturbed sleep (28%); pro- 
longed rash (22%). In adults the symptoms were: 
nervousness (62%); fatigue (56%); fainting or vertigo 
(48°%); cramps (48%); anxieties (34%); frequent or 
prolonged respiratory infections (32°%); insomnia (26%). 
Numerous other symptoms were also observed referring 
to the various systems of the body, and in each case 
further investigation proved negative. Laboratory 
examinations were usually negative, but some adults 
showed hypochromic microcytic anaemia. Blood pres- 
sure in adults was low (systolic under 110 in 64% of 
cases). 

The diagnosis depended on a history of deficient pro- 
tein intake, and was confirmed or not by the reaction to 
supplementary protein therapy. There is no means of 
coming to an exact diagnosis. Treatment consisted in 
the administration of supplementary protein in the form 
of a protein hydrolysate and of liver extract. No details 
are given of the total number of cases treated nor of the 
results of treatment and no controls were used. The 
quantities of the remedies used are also not mentioned. 
Liver extract was given to assist the detoxicating function 
of the liver. The author came to the conclusion that 
in many cases a toxic factor was at work as well as the 
deficiency, and found that this toxic factor was overcome 
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by the liver extract. He quotes from reports in the 
literature to show that protein deficiency damages the 
liver, and that liver extract exerts a beneficial action on 
the function of the liver. 

It is suggested that as the toxaemias of pregnancy show 
many similarities to protein deficiency and pellagra, they 
may be due to a deficiency state rather than to an actual 
toxaemia. G. W. Whittall 


415. Beriberi in Japanese Prison Camp 
R. E. Hisss. Annals of Internal Medicine [Ann. intern. 
Med.] 25, 270-282, Aug., 1946. 5 refs. 


This paper describes observations, made during the 
34 months after the fall of Bataan in April, 1942, among 
8,000 American prisoners. Many deficiency diseases 
were seen, but the most common and, because of its 
sequelae and complications, the most important, was 
beriberi. This disease began to occur after about 9 
months and so was one of the last of the deficiency 
diseases to appear. This was not due to the larger 
stores of vitamin B, or the greater amount of it in the 
diet, but to the longer time taken for the pathological 
changes to manifest themselves in signs and symptoms. 
The appearance of the disease was hastened by the 
occurrence of malaria or dysentery. The diet varied and 
was occasionally supplemented by local purchase and 
Red Cross parcels. The daily calorie level was between 
900 and 2,000; the daily intake of vitamin B, was 
appreciably below the requirements of 1-8 mg. suggested 
by the National Research Council of America. [The 
author does not give the actual probable intake of the 
vitamin.] 

Most of the beriberi was of the dry type. The symp- 
toms included insomnia, nervousness, anorexia, palpita- 
tions, and dyspnoea. The most important symptom, 
shown by 75% of the men in the camp, was painful feet, 
often extremely severe. Occasionally this progressed to 
an anaesthesia. Few (less than 2%) had motor distur- 
bances. Other lesions seen in some of the men were: 
(1) decreased visual acuity due to “intraocular optic 
neuritis’; (2) skin lesions resembling erythema nodo- 
sum, apparently not described before, which the author 
calls *“* beriberi spots ’’; (3) involvement of the postero- 
lateral tracts in a small number of men, showing as a 
spastic paraplegia or, rarely, quadriplegia. The relation 
of the 2 latter types of lesion to deficiency of vitamin B, 
is probable though not certain. 

Beriberi heart disease was difficult to differentiate. 
Although many men had oedema, this was in most cases 
due to protein deficiency; it rarely improved with the 
exhibition of vitamin B,, but it did improve with increased 
protein in the ration. Oedema was most prevalent 
during 1942 and 1944, when the average daily dietary 
protein was less than 30 g. for each man, and only 6 or 
8 g. was of animal origin. Beriberi heart disease was 
diagnosed on the basis of the existence of signs of neuritis, 
together with cardiovascular symptoms due to no other 
demonstrable cause. Cases were of three types: (1) In 
about 95% the symptoms were chiefly palpitations and 
dyspnoea. There was no cardiac enlargement; tachy- 
cardia was present and the blood pressure was subnormal. 
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(2) In some 20 to 25 patients the heart was enlarged and 
chronic heart failure was present with pulmonary conges- 
tion and tachycardia. Most of these patients died within a 
year. (3) In 50 patients there was acute cardiac dilatation, ° 
pulmonary oedema, and death from within a few minutes 
to 24 or 48 hours. Death from beriberi did not occur 
save in the cardiac cases. Improvement in the diet 
led to improvement in the condition only after several 
months. Some signs, such as foot-drop, were not cured 
even after the daily administration of 20 mg. vitamin B, 
for 6 months. . 

A special study of the “‘ painful feet syndrome ’’ was 
made by the Japanese. Groups of men with this symp- 
tom but with no other apparent lesions were given 
vitamin B, with or without liver and yeast and other 
vitamins; other groups were given ascorbic acid, 
nicotinic acid, riboflavin, or placebos. The groups 
receiving vitamin B, showed improvement of systemic 
symptoms, beginning after about 2 months. Only the 
groups receiving vitamin B, together with yeast and liver 
showed improvement in the painful feet. 

J. Yudkin 


416. Studies in Glycosuria and Diabetes Mellitus in 
Selectees 

H. BLotner. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 131, 1109-1114, Aug. 3, 1946. 
1 fig., 17 refs. 


In 69,088 consecutive “‘ selectees,” aged 18-37 years, 
examined at the Boston Induction Center, 1,383 or 2% 
were found to have glycosuria. It was estimated that 
57% of these, making 1% of the whole group, were 
diabetic. Tables are given showing the age incidence, 
nationality, and family history of diabetes in the glyco- 
suric, diabetic, and control groups. Glucose tolerance 
tests performed on 479 cases of glycosuria with no 
verified history of diabetes were normal in 190 cases, 
including 45 of renal glycosuria, while 251 cases were 
pronounced diabetic and 38 as being indicative of 
potential diabetes. The typical curve of oxy-hyper- 
glycaemia, apparently a physiological aberration, may 
be obscured when analysis, as in this series, is confined to 
the venous blood. The high incidence of diabetes in 
comparison with similar surveys is no doubt due to the 
use of different criteria in judging the borderline glucose 
tolerance tests. Observation for some years would be 
necessary to justify the author’s plea for a prophylactic 
regime in the healthy youth with no evidence of diabetes 
other than intermittent glycosuria and a blood sugar 
curve of no proved significance. R. D. Lawrence 


417. Hypoglycaemic Coma due to Accidental Intravenous 
Administration of Protamine Zinc Insulin 

D. J. M. Apams. Medical Journal of Australia [Med. J. 
Aust.] 2, 415, Sept. 21, 1946. 


A man, aged 26, who had been a diabetic for 18 years 
was moderately well controlled on a diet of 1,900 calories 
with separate injections of 46 units of zinc protamine and 
14 units of soluble insulin each morning. At 11.55 a.m. 
on a day when, at 9 a.m., immediately after breakfast, 
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he had made these injections into the left forearm, he 
experienced a severe hypoglycaemic reaction with sudden 
onset of convulsions and coma. 

{[Protamine and soluble insulins have an identical 
action by the intravenous route. 
maximal in from a half to 1 hour is over in 2 to 3 hours 
(Lawrence, R. D., The Diabetic Life, 1945, p. 34). The 
possibility of accidental injection into a vein of the 
forearm cannot be denied, but severe hypoglycaemia 
might well occur at any time of day in an active patient 
taking this unwieldy dose of depot insulin and a diet so 
meagre that irregularities seem inevitable.] 

H. Whittaker 


418. Diabetic Diet. (Diabetikerkost) 
F. TEILMANN. Ugeskrift for Leger (Ugeskr. Leg.] 108, 
897-899, Aug. 8, 1946. 


A study of 37 patients suffering from diabetes 
mellitus who had been treated by “ free diet ” for 3 years 
or more is reported. They had taken normal diet, 
averaging 150—200 g. bread daily, and sufficient insulin— 
soluble and/or zinc protamine—to render their urine 
sugar-free. Ages varied from 11 to 86 years: 5 died, 
3 from causes not directly due to the diabetes; coma 
or pre-coma occurred 9 times in 5 patients, insulin 
overdosage took place in 10 patients. There were 
2 cases of gangrene and 3 major infections, while 
3 patients developed retinitis and 11 became obese. 
The author suggests that this is a sound method to use 
for many patients who find it difficult to follow the 
more rigid forms of diabetic diet for social reasons. 

[The insulin dosage appears to be small in all these 
cases (2-34 units). In insulin-insensitive diabetics the 
method would probably work, but it would almost 
certainly prove difficult with the more sensitive types. 
The carbohydrate intake suggested is of the same order 
as is now usual for active diabetics.] 

G. Discombe 


419. The Effect of Diabetic and Prediabetic Pregnancies 
on the Fetus and Newborn Infant 

H. C. Miter. Journal of Pediatrics {J. 
455-461, Oct., 1946. 28 refs. 


420. The Route of Percutaneously Applied Antigen 
Transported through the Body by Electrophoresis 

A. WALKER and H. G. GoLan. New York State Journal 
of Medicine (N.Y. St. J. Med.] 46, 2027-2032, Sept. 15, 
1946. 11 figs., 12 refs. 


The authors review more critically the evidence they 
previously presented on transport of antigen by electro- 
phoresis, and submit additional experiments to refute 
the concept that circulatory antigen was responsible for 
excitation of the sensitized sites. Antigen introduced 
into the body at the positive pole of a galvanic current 
induces a specific wheal reaction in a distant site sensitized 
with a related serum and covered with a negative pole. 
Whealing always occurred when 2 ml. of horse epithelium 
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antigen (0-1 mg. of nitrogen per ml.) was used with a 
current of 1-5 mA. for 15 to 30 minutes. With other 
antigens the results were less constant. 

A site on the left forearm of a non-atopic subject was 
passively sensitized with horse-sensitive serum from a: 
patient. About 48 hours later 3 negative saline electrodes 
from a common lead were applied to the left arm (proxi- 
mal to the sensitized area), while the positive pole with 
the antigen was applied to the right forearm. Instead of 
2 ml. as in the previous experiments, 4 ml. was applied 
and another 4 ml. applied during the experiment, while 


-a current of 1-5 mA. was applied for 2 hours instead of the 


usual 15 to 30 minutes. No whealing occurred at the 
sensitized sites, which were observed for 3 hours. The 
experiment was repeated with the following modifica- 
tions: 1 negative pole was used and placed distal to the 
sensitized site; 3 positive poles were used each with 2 ml, 
of antigen; the current was turned off every 5 minutes for 
1 minute, the whole experiment lasting 48 minutes, 
Again no reaction occurred. In previous experiments 
trauma applied to the sensitized site in the path of the 
antigen also failed to produce a wheal. Thus, no 
reactions occur if the negative pole does not cover the 
sensitized site. 

A chain of 5 subjects was made by joining their hands, 
which were wrapped in gauze soaked in tap water. The 
negative saline electrode was placed over the sensitized 
(horse-epithelium) site on the left arm of the fifth subject 
and the positive antigen electrode on the right arm of the 
first subject. With a current of 5 mA. a wheal developed 
at the sensitized site. On the back of a subject in the 
mid-line near the base of the neck, a site was sensitized 
to horse-epithelium antigen. Circuit I (antigen bearing) 
ran vertically up the midline, the positive antigen pole 
being 8 in. (20 cm.) below the negative saline pole on the 
sensitized area. Circuit II (non-antigen bearing) ran 
from a positive saline pole on the left arm to a negative 
saline pole on a sensitized site 2-5 in. (6-25 cm.) short of 
the midline, on an imaginary line bisecting the line of 
Circuit I. Both currents, each of 1-5 mA., were turned 
on simultaneously. In 10 minutes whealing occurred at 
the sensitized site of Circuit I and in about 25 minutes on 
the sensitized site of Circuit If. Repeating the experi- 
ment with the position of the sensitized site of Circuit II 
3, 3-5, and 4 in. (7-6, 8-8, and 10-1 cm.) from the mid- 
line gave a doubtful reaction at 3 in. (7-6 cm.) and no 
reaction at the other distances. In the previous experi- 
ments the electrical paths of the two circuits either crossed 
or ran together (Circuit II being the shorter) and positive 
results were obtained. 

The authors conclude that antigen, electrically trans- 
ported to a distant site on the body, is not present in the 
circulation but moves directly in a charged state along 
the path of the electric current between the 2 poles. 
Such antigen is chemically inert and becomes active 
only when the charge is neutralized. D. A. Williams 


420a. The Dietetic Problem in Children’s Diabetes. (I 
problema dietetico nel diabete mellito infantile) 

E. Como. Pediatria |Pediatria, Napoli] 54, 405-418, 
July—Sept., 1946. 8 refs. 


421. A Study of Abnormal T Waves in Patients pre- 
senting No Evidence of Organic Heart Disease 

I. Stein. Journal of Laboratory and Clinical Medicine 
{J. Lab. clin. Med.] 31, 837-849, Aug., 1946. 8 figs., 
12 refs. 


With wider use of electrocardiographs it is increasingly 
important that minor deviations should not be taken for 
evidence of heart disease, and that the limits of the 
normal should be widely recognized. Stein has studied 
4,810 soldiers at an Army hospital who were considered 
free from heart disease. Most were men between 20 
and 40. More than 1% (51) showed T-wave changes 
that might be thought pathological; 23 predominantly 
in CR4 and 28 in the standard limb leads. More than 
half of these were psychoneurotic, and none had any 
other evidence of heart disease after full examination, 
including cardioscopy. In 12 the change was in T2, 
in 11 in T2 and T3, in 4 in T1, and in 1 in all three 
leads. In 23 the main change was in lead IV, in only 4 
of these with changes in lead I also. Twenty-one of 27 
patients with T-wave changes in the limb leads and 22 
of 23 with changes in T 4 had normal upright T waves 
after exercise. 

When Graybrel and White first drew attention to the 
possibility of T2 inversion without heart disease it 
was mainly in patients with neuro-circulatory asthenia, 
though the importance of posture and a high diaphragm 
was also stressed. In 3 patients the build or high 
diaphragm did not seem important, but more than half 
were psychoneurotic. The authors did not think that 
fear or emotion resulting from the examination was the 
responsible factor, but rather attributed the changes to 
autonomic nervous system imbalance. They stress the 
importance of not making a mistaken diagnosis of heart 
disease. Maurice Campbell 


422. Significance of Downward T Waves in Precordial 
Leads of Normal Children 

E. GOLDBERGER. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 71, 618-621, June, 1946. 
2 figs., 10 refs. 


Goldberger took electrocardiographs in 50 children, 
aged 5 to 11 years, who were regarded as normal from the 
cardiac point of view. He used a unipolar precordial 
electrode in 6 positions from the right of the sternum to 
the mid-axillary line, ie. leads V,-V,. In 9 children 
(18%) T was inverted in lead V,—i.e. with the electrode 
in the fifth left interspace in the mid-clavicular line. He 
found that when the QRS complex shows an RS pattern, 
which is usual when the electrode is placed to the right 
of the left mid-clavicular line, T may be inverted or 
upright. But when QRS shows a QR or a QRS pattern, 
as is usual in leads V, and Vg, T is upright. An inverted 
T in association with a QR pattern is stated to be always 
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abnormal. The RS pattern, with which the inverted 
T may be associated, is believed to occur when the 
precordial electrode is facing the epicardial surface of 
the right ventricle, and the QR and QRS patterns when 
it is facing the epicardial surface of the left ventricle: 
hence the larger area of the praecordium which will 
normally give an inverted T in the child as compared 
with the adult, the right ventricle being relatively larger 
in the child. This, however, is probably only a partial 
explanation. The author does not give details of the 
number of subjects showing the various patterns 
described. Harold Cookson 


423. ‘“ Commotio” and ‘‘ Contusio Cordis ” Following 
Cardiac Trauma. (Zur Frage des traumatischen Herz- 
schadens infolge stumpfer Gewalt. (Commotio und 
Contusio cordis)) 

M. KARTAGENER. Cardiologia [Cardiologia] 10, 289-304, 
1946. 6 figs., 14 refs. 


The cardiac effects of a severe blow on the sternal or 
the scapular regions were observed in 3 cases. In the 
first case only late observations, 3 weeks after the accident, 
were made, and a permanent prolongation of the P-R 
interval was found together with dyspnoea and anginal 
symptoms on exertion in a 32-year-old man. Slight 
changes, particularly in the chest lead, after exertion were 
found in a boy of 12 years, and were seen to diminish 
progressively in the course of 12 months. A man of 62 
who had received a blow in the back also showed slight 
electrocardiographic changes, but developed very marked 
inversion of T 2, 3, and 4, spontaneously 2 years later. 
[The reproduction of the electrocardiographs in the paper 
is not very good, and their evaluation is made difficult 
by the absence of time markings.] G. Schoenewald 


424. Peripheral Blood Flow, Rectal and Skin Tempera- 
ture in Congestive Heart Failure. The Effects of Rapid 


’ Digitalization in this State 


H. J. Stewart, W. F. Evans, H. Brown, and J. R. 
Gersuoy. Archives of Internal Medicine [Arch. intern. 
Med.} 77, 643-658, June, 1946. 3 figs., 28 refs. 


This paper describes an attempt to measure the total 
peripheral blood flow in patients with congestive cardiac 
failure before and after the intravenous administration 
of strophanthin-K and digitaline (Nativelle). Fifteen 
patients were admitted to hospital and placed at complete 
rest in bed. Fluid intake was limited to 1,200 ml. daily 
and salt intake to 3 g. Before administration of the drug 
four sets of observations of rectal and skin temperatures 
were made from which three control levels of peripheral 
blood flow could be estimated. Blood pressure, heart 
rate, basal metabolic rate, circulation time, and venous 
pressure were also estimated. Beginning 15- minutes 
after the injection, the authors repeated the observations 
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at 20-minute intervals for 70 to 180 minutes. The 
data collected both before and after the injections were 
averaged. Strophanthin-K was given intravenously in 
doses of 0-25 mg. except to those patients with mitral 
stenosis, to whom 0-125 mg. was given. Digitaline (Nati- 
velle) was given in doses of 1:2 mg. Some patients had 
normal rhythm; others auricular fibrillation. 

The estimate of peripheral blood flow was derived 
from recordings of: (a) the temperature of the skin 
from 11 areas on the surface of the body by means of a 
Hardy radiometer; (5) the rectal temperature by means 
of a copper-constantan thermo-couple; (c) the basal 
metabolic rate with a Benedict-Roth apparatus. The 
average peripheral blood flow for all patients with heart 
failure was 32 ml. per square metre per minute as 
compared with 33 ml. for normal subjects. Both rectal 
temperature and average skin temperature were higher 
than in normal subjects. 

The effect of strophanthin and of digitaline was to 
increase considerably the peripheral blood flow, to in- 
crease the average skin temperature, and to decrease the 
rectal temperature. The heart rate was slowed, the cir- 
culation time shortened, and the venous pressure lowered. 
The authors point out that other workers have shown 
that digitalis in heart failure produces a decrease in the 
size of the heart and an increase in cardiac output. 
Thus, during heart failure the volume of blood allotted 
‘to the peripheral circulation in unit time is in the normal 
range, but it moves so slowly in a distended vascular 
bed that it is insufficient to eliminate heat from the body 
and the rectal temperature rises. After the exhibition 
of strophanthin-K the peripheral blood flow increases, 
the skin temperature rises, and the rectal temperature 
falls. The highest peripheral blood flow following the 
administration of strophanthin-K occurs after 64 minutes, 
and that following the administration of digitaline (Nati- 
velle) after 114 minutes. Geoffrey McComas 


425. Electrocardiographic Features of Myocardial In- 
farction as Affected by Involvement of the Septum and by 
* Complete and Incomplete Transmural Involvement. [In 
English] ° 
H. E. B. Parpee and M. GOLDENBERG. Archivos del 
Instituto de Cardiologia de México [Arch. Inst. Cardiol. 
México] 16, 109-130, May 31, 1946. 5 figs., 13 refs. 


The post-mortem findings in 12 hearts (11 following a 
recent infarction and 1 with a healed infarct) were corre- 
lated with the electrocardiographic findings in leads J, IT, 
II, 1'VF. Two anterior wall infarcts with septal involve- 
ment but without involvement of the sub-epicardial 
fibres showed a QS deflection (absent R wave) in IVF, a 
feature usually attributed to involvement of those fibres. 


The QS deflection was associated with septal involvement, — 


as in 5 anterior wall infarcts (4 with no sub-epicardial 
involvement) it was absent in the only one without 
septal involvement. In 3 of the 4 cases without sub- 
epicardial necrosis, ST- and T-wave changes in the limb 
leads were similar to those seen after anoxaemia and exer- 
cise tests. In the fourth case typical changes of acute 
anterior infarction were seen in all 4 leads. Two com- 
plete posterior wall infarcts with septal involvement had 


typical acute ST- and T-wave changes in all 4 leads. Two 
posterior wall infarcts, without sub-epicardial and septal 
involvement, failed to show typical changes in any lead, 
Typical ST- and T-wave changes were only found in 
lesions involving the septum and adjacent anterior or 
posterior walls. Complete transmural involvement of 
the posterior wall was the only constant pathological 
finding in cases with large Q 3. 

Of 6 incomplete mural infarcts only 1 had a typical 
record of anterior or posterior wall infarction. 

W. T. Cooke 


426. Coronary Occlusion in Young Adults. Review of 
Fifty Cases in the Services 

M. NewMan. Lancet [Lancet] 2, 409-411, Sept. 21, 
1946. 8 refs. 


In view of the apparent rarity of coronary occlusion 
in young adults records were analysed of 50 Service men 
and women up to the age of 35 who had been invalided 
with, or had died from, this condition. In 39 cases 
proof of coronary occlusion was obtained at necropsy, 
and in the surviving cases the diagnosis was supported 
by the characteristic electrocardiographic changes. The 
youngest patient was aged 20, and 22 of the 50 were in 
their twenties; as in the older age groups, the frequency 
increased with age. 


Age-Frequency Distribution 


Age in years .. |20)21 28 29] 
No. ofcases .. .. | 1 2) 3] 1 5} 2| 4] 3 1/7 
7 8 14 21 
15 35 


In evaluating aetiological factors the author is handi- 
capped by not having seen the patients personally, for 
relevant details of family history and ancestral longevity, 
social history and habits, were not always noted in the 
Ministry of Pensions’ records. Coronary occlusion 
appears commoner in males than females in the younger 
age groups as well as in the older. In the present series 
there was only 1 female (aged 28). In the pool from 
which these cases were drawn there were about 10 to 15 
males to | female. 

The striking feature was the good physical develop- 
ment and nourishment of these subjects; robustly built, 
they had a tendency to adiposity. Forty-five had been 
gradelI onentry. The heart had been recorded as normal 
in every case, and all the subjects were apparently in 
excellent health. 

Only 3 showed evidence of hypertension. Previous 
infection may have been of aetiological significance in 
a few cases; 3 gave a history of rheumatic fever, 2 of 
scarlet fever, and | (with marked coronary atheroma) 
had chronic csteomyelitis; 2, who both survived, had 
syphilis. In more than half there was no evidence of 
physical strain before onset, and less than half had done 
heavy work in their pre-Service occupation. 

The 78% mortality, 83°% of which was immediate, was 
surprisingly high, and would appear to indicate a much 
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worse prognosis in younger people. At necropsy the 
left coronary artery was affected in 17 cases, the right 
in 5, and both in 16. The findings did not support the 
view of Leary (Arch. Path., 1941, 32, 507) that calcifica- 
tion does not occur in the younger age group, and that 
coronary occlusion is due to sub-endothelial fibrosis 


with necrosis of the intima leading to thrombosis. Only - 


2 cases showed fibrotic reaction without calcification; 
the remaining 37 presented the usual degenerative 
atheromatous changes of coronary disease in older 
persons, several with extensive calcification. In 29 of 
the 39 cases no thrombus was found; half the cases 
showed recent or long-standing infarcts. 

{It is possible that milder cases are less likely to be 
diagnosed in younger subjects, and a mild coronary 
thrombosis might also be considered insufficient cause for 
invaliding, thus accounting for the apparently poor prog- 
nosis. No explanation is offered for the unusually high 
proportion of cases without demonstrable thrombosis. 
No mention is made of the possibility of haemorrhage 
into a plaque causing occlusion. The findings and con- 
clusions are similar to those of Miller and Woods (Brit. 
Heart J., 1943, 5, 101) who, however, noted a striking 
history of familial ** defective tubing ”’. ] 

E. G. Sita-Lumsden 


427. Haemodynamic Factors and Retinal Changes in 
Hypertensive Diseases. [In English] 

§. BORK. Acta Medica Scandinavica [Acta med. scand.} 
Suppl. 175, 1-165, 1946. 18 figs., 155 refs. 


In addition to an excellent account of the literature on 
the subject, this extensive survey contains a description 
of investigations largely concerned with an analysis of 
the factors that influence blood pressure in hypertensive 
retinal diseases. The ocular examination included 
measurements of the calibre of retinal vessels and 
ophthalmodynamometry, and the general examination 
included an analysis of the blood pressure by the methods 
of Broemser and of Wezler and Boger. 

The investigation covered 117 cases of essential 
hypertension, 11 cases of diabetes mellitus with essential 
hypertension and retinopathy, 7 cases of thrombosis of 
the central vein with essential hypertension, and 34 cases 
of nephritis. Fifty-nine patients with normal circulation 
served as controls. Sub-groups as to age and type of 
lesion were also studied. So far as the purely ocular 
aspect is concerned, the author could not obtain any 
Statistically significant anomalies in calibre of vessels. 
In ophthalmodynarnometry interpretation of the findings 
depended upon whether the tables elaborated by Baillart 
and Magitot, or those of Miiller, Briining, and Sohr were 
used. On the first set of tables the pressure in the 
retinal vessels would seem to vary independently from 
that of the general circulation; on the second set of 
tables no such finding could be established. Independent 
of these calculations there was none-the-less a close 
correlation between the general and retinal diastolic 
blood pressure in this material. The components of 
blood pressure were resolved into these factors: velocity 
of the pulse wave in the great vessels (c), the length of 
the arterial air-chamber (L), the coefficient of elasticity 
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of the arterial air-chamber (E'), the total peripheral 
resistance in the arterial system (W), and the cardiac 
minute volume (Vm). 

The main conclusions are: (1) In essential hypertension 
the development of fundal changes is accompanied by 
the following changes in the haemodynamic factors: 
(a) An increase in the elasticity coefficient E! corre- 
sponding to a loss of elasticity of the great vessels. This 
increase sets in at an early stage, and remains largely 
unchanged. (5) A gradual increase in the total peri- 
pheral resistance, W. (c) An initial increase in the 
cardiac minute volume, Vm, in cases without fundal 
changes, which is then followed by a gradual decrease 
parallel to the development of fundal changes. (2) In 
nephritis with severe retinopathy the haemodynamic 
condition is in all respects identical to that found in 
corresponding cases of essential hypertension. The 
development of circulatory disturbances has, however, 
proceeded along other lines—a successive increase of 
E! and of W, and a successive decrease in Vm. (3) In 
diabetes mellitus with essential hypertension and 
retinopathy conditions obtaining are similar to those in 
essential hypertension. (4) In thrombosis of the central 
retinal vein with essential hypertension conditions 
correspond to those seen in essential hypertension with- 
out fundal changes as regards E1, W, and Vm. 

In general these findings indicate that reduced cardiac 
output and increased peripheral resistance co-operate in 
effecting a reduced blood supply to the tissues, and retino- 
pathy is consequently to be regarded as a severe nutritional 
disturbance in the highly differential retinal tissue. As 
the two factors in question (diminished cardiac output 
and increased peripheral resistance) act in opposite 
direction as regards the level of the blood pressure, 
ordinary measurements of the blood pressure cannot 
be expected to give more than incomplete or misleading 
data about this nutritional disturbance. 

[This study, which will repay reading in full, greatly 
clarifies many outstanding problems of retinopathy. 
The author’s unifying conception, however, leaves 
unexplained the clinical differences seen ophthalmoscopic- 
ally in the different types of retinopathy.] A. Sorsby 


428. Thromboangiitis of Pulmonary Vessels Associated 
with Aneurysm of Pulmonary Artery. Report of a Case 
L. E. THompson and B. GerstL. Archives of Internal 
Medicine [Arch. intern. Med.] 77, 614-622, June, 1946. 
12 figs., 7 refs. 


The case reported is one in which an aneurysm of the 
right pulmonary artery of more than 10 cm. in diameter 
developed within a period of 3 months and was associated 
with thrombo-angiitis of both pulmonary arteries and 
veins. A review of the literature up to 1939 revealed 
139 cases of aneurysm of the pulmonary artery, and a 
few additional cases have since been reported. 

The patient, a white man aged 27 years, had two attacks 
of “influenza” during the spring of 1941. Im@January, 
1942, he had an acute gonococcal prostatitis. In March, 
1942, he was admitted to hospital with pyrexia, pain in the 
left chest, cough, and a macular rash. This illness was 
diagnosed as typhoid on the grounds of an agglutination 
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test for typhoid H positive in a dilution of 1 in 320. 
[As the organism was not recovered from the patient 
and the agglutination titre did not subsequently rise 
the diagnosis must remain in doubt.] 

Subsequently there were three or four further attacks 
of “ influenza’. In December, 1942, a left epididy- 
mectomy was performed. The post-operative period 
was again interrupted by a pyrexial interlude. In 
November, 1943, he had an illness characterized by 
pyrexia, pain in the chest, and haemoptyses. A radio- 
graph of the chest at this period was interpreted as 
showing left-sided pneumonia; a further one, taken in 
February, 1944, showed an opacity below the third rib 
on the right anteriorly, confluent with the hilus, and 
obscuring the right side of the heart. A lateral view 
located the opacity in the anterior part of the chest. 
The patient died in May, 1944, after a haemoptysis. 

At necropsy the only abnormalities were found in 
the lungs. The left lung showed numerous infarcts and 
the left pulmonary artery was distended with ante-mortem 
blood clot. The middle lobe of the right lung was 
displaced, and the lower lobe dislocated posteriorly and 
laterally by an aneurysm of the right pulmonary artery, 
which measured 12 cm. in diameter and was largely 
occluded by a laminated clot of blood. The possible 
causes of the changes in the pulmonary vessels are 
rheumatic fever, Streptococcus viridans infection, syphilis, 
and congenital malformation. All are excluded by the 
clinical course, laboratory findings, and post-mortem 
observations. Peri-arteritis nodosa is considered the 
most probable aetiological factor, the unusual involve- 
ment of the larger pulmonary vessels adding a new feature 
to this complex disease with its varying manifestations. 

Geoffrey McComas 


429. Practical Considerations in the Conservative Treat- 
ment of Thrombophlebitis 


I. S. Wricut. New York State Journal of Medicine 
[N.Y. St. J. Med.] 46, 1819-1824, Aug. 15, 1946. 13 refs. 


Thrombophlebitis may be due to a variety of causes, 
as seen in the table: 


_ 1. Thrombophlebitis and venous thrombosis (phlebo- 
thrombosis). 

(a) Primary: 

1. Thrombo-angiitis obliterans. 
2. Recurrent or migrating (without arterial lesions). 
3. Essential. 

(b) Secondary to: 

1. Mechanical injury (contusion, laceration, surgery). 

2. Muscular effort or strain. 

3. Chemical injury (sclerosing agents, drugs, solutions 
for diagnosis). 

4. Inflammatory or suppurative lesions, infectious 
diseases. (a) Tuberculosis, syphilis, actinomycosis; 
(b) other bacteria (to be specified). 

5. Severe ischaemia. 

6. Chronic disease of vein wall (varices, phlebosclerosis) 
(late complications, varicose or post-phlebitic ulcers). 

7. Blood dyscrasias (polycythaemia vera, leucaemia, 
pernicious anaemia). 

8. Epidermophytosis 

2. Neoplastic invasion of vein, with thrombophlebitis. 

3. Venous compression, with thrombosis or thrombophle- 
bitis due to (a) gravid uterus, (6) neoplasm, (c) aneurysm, 
(d) scar tissue, (e) scalenus syndrome and allied syndromes, 
(/) fractures and dislocations, (g) increased intra-abdominal 
pressure (ascites, etc.). . 


CARDIOVASCULAR DISEASES 


In any individual case, while thrombi may be detectabl. 
by clinical observation in some superficial site, there may 
be other hidden sources from which pulmonary embgj 
may arise. Any comprehensive therapy should fy 
directed to reduction of the tendency for further throm} 
to form and to the prevention of propagation of th 
original thrombi. 

Treatment.—(1) Elevation of the limb to a level 6 jn, 
(15 cm.) above the heart to promote drainage of oeden, 
fluid. (2) Rest: important once thrombosis ha 
developed. (3) Avoidance of deep breathing, straining 
and coughing (zealous physical examination of the ches 
in a patient who has hada pulmonary infarct). (4) Heg: 
moist hot packs the whole length of the limb. (5) Fi 
liberally administered, 3 to 4 quarts (3-4 to 4-5 1.) daily, 
(6) Anticoagulant therapy. Dicoumarol”’ impair 
coagulation of the blood by reducing the amount of 
prothrombin. It has to be given with care as haemor 
rhagic manifestations may follow overdosage. In 1,00) 
cases given dicoumarol post-operatively there was | 
death from pulmonary embolism, while in a contro 
group of 678 patients 297 had a subsequent venow 
thrombosis or pulmonary embolism and 124 hada 
subsequent fatal pulmonary embolism. Of 897 patient 
who had already developed thrombosis 51 died as 
result of pulmonary embolism, while in 138 who received 
anticoagulants there were no fatal emboli. In the coury 
of treatment minor bleeding occurs in 3-7% and major 
bleeding in 2°5%. The author thinks there may be a cas 
for treating migratory thrombophlebitis and coronary 
thromboses by anticoagulants. 

Technique.—The prothrombin time is determined, : 
normal reading being 13 to 20 seconds. Dicoumarol i 
given as a single oral dose of 300 mg. daily until the pro 
thrombin time is 30 seconds and in doses of 100 to 200 mg. 
daily when the prothrombin time is 30 to 35 seconds. If 
35 seconds is exceeded the drug is discontinued until th 
prothrombin time is below 30 seconds, when it is cautious) 
restored in daily doses of 100 to 200 mg. The prothrombin 
time may continue to rise after cessation of dicoumarol: 
if it reaches 60 seconds haemorrhagic manifestations maj 
appear. They may be checked by administration 0 
fresh blood transfusions or vitamin K. The dosage is 
tapered off after 2 to 3 weeks; it should be continued for 
30 days after the jast episode of thrombosis or embolism. 
Where embolic phenomena have already occurred it 
may be better to use heparin at first to control the coaguls 
tion time as it acts more quickly. This anticoagulan 
treatment can be used only under hospital conditions. 

J. McMichael 


430. The Incidence of Palpable Pulsations in Convalescen! 
Trench Foot. An Analysis of 500 Patients at an Arm 
General Hospital 

L. A. Krause, J. J. WALLAcE, and J. J. SILVERMAN 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 211, 729-732, June, 1946. 1 fig., 11 refs. 


The palpability of the dorsalis pedis and posterior tibial 
pulsations was examined in 500 soldiers convalescing 


from “ trench foot’, and in 906 controls. No significant 
difference was noted. From this fact the authors deduce 
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that trench foot is a disease involving only the smaller 
arterioles and capillaries. They also suggest that a 
diagnosis of “ trench foot ” in a patient whose pulsations 
are normal should be suspect until other peripheral 
vascular disorders have been excluded. 

ere is nothing new or unexpected here, but it is 
well that these observations should be recorded. Many. 
misconceptions about the pathology of the cryopathies 
are still current and are repeated in textbooks. Greene 
(J. Path. Bact., 1943, 55, 259) showed that the essential 
yascular lesion is the transudation of plasma from the 
smaller vessels with a consequent silting up by blood 
corpuscles of the arterioles and capillaries. Thrombosis 
may occur, but only as a secondary phenomenon. 
These observations were confirmed by Lange and Boyd 
(Surg. Gynec. Obstet., 1945, 80, 346). There is, there- 
fore, no reason to expect any change in the pulsation of 
comparatively large arteries when the constriction due 
to cold has passed off. There is, nevertheless, a tendency 
to diagnose as trench foot (a pensionable disability) any 
peripheral vascular disorder in a patient whose feet have 
ever felt cold on active service, rather as, a quarter of a 
century ago, most cases of bronchitis in ex-Service men 
were ascribed to the effects of poison gas.] 

Raymond Greene 


431. A Case of Asymmetrical Gangrene in a Child of 
5 Years. (Een geval van asymmetrisch gangraen bij 
een kind van 5 jaar) 

J. G. F. BetHe. Maandschrift voor Kindergeneeskunde 
{Mandschr. Kindergeneesk.] 14, 187-190, June, 1946. 
2 figs., 4 refs. 


Three weeks after the onset of bronchitis a boy aged 5 
developed bronchopneumonia. Ten days later he felt 
an acute pain in his right leg and his left fingers. On the 
following morning the latter acquired a dark colour and 
finally the two distal phalanges of all the fingers of the 
left hand showed unmistakable signs of gangrene. The 
pain in the leg subsided and the general condition improved 
considerably. A careful clinical, physical, and bio- 
chemical investigation revealed a slight but distinct apical 
systolic murmur, a slight leucocytosis, and an increased 
blood sedimentation rate (25 mm. after the first hour, 
38 after the second). Palpation detected a thickened 
and tender cord along the course of the ulnar artery. 
The permeability of this artery was explored in the 
following way: a tourniquet was placed tightly above the 
left elbow in order to interrupt the flow of blood into the 
forearm. A sphygmomanometer was applied directly 
above it and the pressure in it was raised to the systolic 
level; then the tourniquet was taken off. Pressing the 
radial artery tightly against the radius, the author 
slowly released the air from the sphygmomanometer. 
He observed the return of the reddish coloration to the 
skin of the forearm, but the hand remained white as at 
the beginning of the experiment. Had the ulnar artery 
been permeable, the hand would have acquired the reddish 
colour as well. The test proved also the absence of 
permeable collaterals. At the end of several weeks the 
gangrene dried, leaving mummified fingers, while the ad- 
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jacent formerly cyanotic zone cleared. The heart murmur 
disappeared. 
The author attributes the occlusion of the ulnar artery 
and the gangrene to multiple emboli (with endarteritis 
and periarteritis?) following an endocarditis which com- 
plicated the bronchopneumonia. The left localization 
and its relative frequency are explained by the existence 
of the obtuse angle at which the left subclavian artery 
leaves the aorta and therefore the greater probability 
of the embolus passing this way. A. Lilker 


432. The Clinical Use of Cytochrome C in Patients with 
Intermittent Claudication 

S. ProGer and D. J. DeKANgAS. Bulletin of the New 
England Medical Center (Bull. New Engl. med. Center] 
8, 145-147, Aug., 1946. 5 refs. 


The improved utilization of oxygen in the tissues re- 
sulting from the use of cytochrome C, on which the 
authors had previously reported (J. clin. Invest., 1945, 
24, 864), led them to examine its effects in cases of 
intermittent claudication. Though the pain-producing 
mechanism in this condition is not quite clear, anoxia is 
commonly regarded as an important factor. Cytochrome 
C was given intravenously in doses of 50 mg. daily to 
13 patients suffering from intermittent claudication due 
to thrombo-angiitis obliterans or arteriosclerosis. Of 
these, 3 showed no improvement, 3 definite but moderate 
improvement, and 7 striking improvement. This was 
assessed by means of exercise tolerance tests, involving 
Stair climbing and level walking. Controls were made 
with the injection of an inert solution similar in colour 
to that of cytochrome. The characteristic response was 
increase of exercise tolerance, which reached a maximum 
after 10 injections and was maintained for a long time 
after the injections had been discontinued, in 1 case 
almost a year. As an explanation of this it is suggested 
that cytochrome C restores certain chemical equilibria, 
which then maintain themselves. A case is described 
in which a man, aged 53, had suffered from intermittent 
claudication for 5 to 6 years and had not responded to the 
usual forms of treatment; even bilateral lumbar sympa- 
thectomy had had only a temporary effect. This patient 
made a remarkable recovery under treatment with 
cytochrome C. The results of the treatment, though not 
conclusive, are regarded as encouraging. B. Samet 


433. The Cutaneous Forms of Periarteritis Nodosa. 
(Uber die Hautformen der Periarteritis nodosa) 

N. MELEZER and T. VeENKEI. Archiv fiir Dermatologie 
und Syphilis [Arch. Derm. Syph., Berlin| 186, 107-121, 
Aug. 10, 1946. 


This is a brief review of the continental writings on the 
skin lesions associated with periarteritis nodosa, and a 
short account of 5 cases (with 4 photographs, 8 photo- 
micrographs). Two of the patients were males with 
subcutaneous nodes (ulceration in 1). The other 3 
were females with extensive purpuric and necrotic lesions. 
In such haemorrhagic cases a useful diagnostic sign is 
said to be a prolonged bleeding time with a normal 
platelet count. | R. T. Grant 
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Disorders of the Blood 


434, The Relationship between Packed Red Cell Volumes 
and Lymphocyte Counts 

E. E. Lirrte and H. N. Munro. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 211, 705-706, June, 
1946. 2 refs. 


Jung, Hepler, and Maynard (Amer. J. med. Sci., 1945, 
209, 336) recently recorded the observation that individ- 
uals with a low haematocrit value tended to have a high 
lymphocyte percentage, and vice versa. The present 
authors have investigated 100 male subjects, recording 
packed cell volumes, and total white cell and differential 
counts. The above relationship was confirmed, but was 
shown to be secondary to an absolute increase in the 
number of circulating granulocytes. There was no 
significant change in the number of lymphocytes per 
c.mm. at different packed cell volumes. 

A. Henderson-Begg 


435. Haemolytic Icterus due to Rh Factor 
P. G. S. KENNEDY. British Medical Journal (Brit. med. 
J.) 2, 553, Oct. 12, 1946. 


In this letter the author records one of those rare 
family histories in which the mating of an Rh-positive 
father and an Rh-negative mother has been followed by 
7 pregnancies, all of which produced healthy children, 
with the exception of one girl twin, who died at 4 days 
(cause unknown). There have been no miscarriages or 
stillbirths. At the end of an eighth pregnancy a normal 
full-term female child was born, who developed jaundice 
after birth. The subsequent history is not given. 

S. S. B. Gilder 


436. Investigations on the Rh 
P. Moureau. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 16, 373-379, June, 1946. 12 refs. 


Early in 1940 a woman died of acute haemolytic 
jaundice following 3 transfusions of homologous group 
blood. Her serum contained an agglutinin which was 
shown to be independent of the agglutinogens M, N, and 
P. The author denoted the agglutinogen involved by 
the letter X; it was found to be present in 80-5% of 
group O bloods. Subsequently it was shown that this 
property had a similar distribution to the Rh factor. 
[From his previous publication (Acta biol. belg., 1941, 1, 
123) the author can therefore claim to be an independent 
discoverer of the Rh factor.] 

Statistical investigations and investigations of heredity 
were carried out [but they add nothing to the already 
published work, except that they give some idea of the 
distribution of the Rh antigen in the red cells of the Belgian 
population]. 

With anti-Rh serum No. 3 there was a positive 
reaction in 75-6% of 650 bloods. In a second series, 
with anti-Rh serum No. 5, 78% of 650 bloods gave a 


positive reaction. [These are low figures compared with 
British and American white populations. It is possible 
that the low figures result from anti-sera of low potency, 
No criteria of potency are given, and no mention is made 
of the technique used in the agglutination tests. In a 
later interpolated note the author states: ‘* With our 
new potent anti-Rh immune serums of guinea-pigs and 
serums 6f pregnant women, our percentages, based on 
1,000 samples of blood from Belgian people, are as 
follows: Rh+, 84-7, +1:3 per cent.; Rh—, 15:3, 
+1-3 per cent.”’; these are very similar to the figures 
obtained with British and American white populations,] 
John F. Loutit 


437. A “New” Human Blood Group Antigen of Fre- 
quent Occurrence 

A. E. Mourant. Nature [Nature, Lond.] 158, 237-238, 
Aug. 17, 1946. 3 refs. 


This is a preliminary report on a. new, inherited, red- 
cell agglutinogen, termed “ Lewis”, independent of the 
ABO, MN, Rh, P, Lutheran, and Kell systems. The 
agglutinin was found in the serum of 2 women of group 0 
whose babies were thought to be suffering from haemolytic 
disease of the new-born, and was active at room tempera- 
ture and at 37°C. Of 96 group O bloods, 24 (25°) were 
*“ Lewis ’’-positive; in 7 sets of both parents of a 
“Lewis ”-positive child, one of the parents was also 
found to be “ Lewis ”-positive, sometimes both parents 
were, suggesting inheritance as a Mendelian dominant. 
“* Lewis ’’-positive cells treated with a barely agglutinating 
dose of antibody and then washed are not agglutinated 
by anti-human globulin serum. 

Observations have not been extended to subjects of 
Groups A, B, or AB, owing to the difficulty of absorbing 
the «- and f-agglutinins without diluting out the “‘ Lewis” 
antibody. G. Discombe 


438. The Rh Blood Types and their Reactions 

J. J. GRAYDON and R. T. Simmons. Medical Journal of 
Australia [Med. J. Aust.] 1, 861-865, June 22, 1946. 
18 refs. 


After a brief review of the history of the recognition of 
the Rh and Hr types of sera and of their role in inter- 
group blood transfusion reactions and erythroblastosis 
foetalis, the authors discuss the inheritance of Rh genes. 
The 8 allelomorphic genes theory suggested by Fisher 
is accepted. The various nomenclatures used in pre- 
viously published studies upon the Rh factor are critically 
examined. Comparison of the terminologies used by 
Wiener, Snyder, Race and Fisher, Murray, and that 
which the authors now suggest are clearly set out in 
tables showing their application to individual pheno- 
types and genotypes. The chief advantages claimed for 
the new terminology are that it is orally clear—i.e., 
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capital and small type for the same letter has been avoided 
—and that superscript numbering only has been used— 
eg., Rh°! is orally Rh “oh one”. Their method of 
superscript numbering indicates the reactions of the 
genetically determined antigens with the various specific 
sera in an unambiguous and uniform manner. 


Finally, the authors devised a statistical method of- 


forecasting the percentage of positive reactors of a 
specific Rh or Hr type in a population in which the per- 
centage numbers of positive reactors of the reciprocal 
Hr or Rh type sera are known, and applied it to observa- 
tions made mainly by themselves upon groups of widely 
diverse races. H. Payling Wright 


439. Erythroblastosis in Adults. (L’erythroblastose 
d’adulte) 

N. G. NorRDENSON. Acta Medica Scandinavica [Acta 
med. scand.} 125, 236-244, Aug., 1946. 1 fig., 8 refs. 


Three cases are described of anaemia characterized by 
splenomegaly and the presence of immature red cells in 
the peripheral blood, under the title of “‘ Erythroblastosis 
in adults’. Sternal marrow and splenic puncture were 
performed, but no necropsies; the skeleton was not 
examined radiologically. It is probable that the cases 
were similar to those described by other authors as 
myelosclerosis or myelofibrosis. [It is unfortunate that 
no information is given as to the state of the skeleton, 
so that the diagnosis must remain uncertain.] 

Janet Vaughan 


440. Haemorrhagic Syndrome as a Result of Congenital 
Vascular Disturbance. Pseudo-haemophilia. (Sindrome 
hemorragico por disfuncién vascular congenita. Seudo- 
hemofilia) 

A. PavLovsky. Revista de la Asociacién Médica Argen- 
tina [Rev. Asoe. méd. argent.] 60, 353-356, May 30, 1946. 
1 fig., 10 refs. 


By pseudo-haemophilia the author implies various 
states other than true haemophilia in which ready and 
prolonged bleeding occurs. He divides such states into 
two main groups: those associated with prolonged 
coagulation time, and those associated with vascular 
changes. Under the former he includes congenital 
fibrinopenia, hypoprothrombinaemia, ahd Glanzmann’s 
haemorrhagic thromboasthenia where there is an increase 
in anticoagulants of the heparin type. In the second he 
places Osler’s and Curtius’s vascular hypoplasia (endothe- 
lioplegia), or status varicosus, and Bohnenkamp’s and 
Sack’s disease with defect of the supporting tissues and 
resultant haematomata, commonest in the thighs, calves, 
and shoulders. Included in the same group is the “* con- 
genital vascular dysfunction ” of Willebrand and-Minot, 
in which there is prolongation of the bleeding time, and to 
which both sexes are liable. As described by Willebrand 
in 1926, this is characterized by a functional capillary 
defect—namely, lack of contraction when damaged. It 
appears to be hereditary, affecting males and females 
alike, and may be seen at any age. Examination of the 
blood shows that coagulation time, prothrombin, calcium 
content, fibrinogen and platelet content are all normal; 
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in fact, the only abnormality found is the prolonged 
bleeding time, causing persistent haemorrhage after tooth 
extraction and tonsillectomy. He records a case in 
point, in a man of 28 years, who, from the age of 2 
years, had had attacks on slight provocation, such as 
serious epistaxis when he had a cold and bleeding from 
the gums. He notes another case in which a football 
player would show large haematomata over his body after 
a game. 

As regards treatment, if the place is accessible local 
application of adrenaline is of benefit; if not, all that can 
be done is to treat the consequent anaemia and avoid 
trauma. H. Harold Scott 


441. The Use of Molybdenized Ferrous Sulfate in the 
Treatment of True Iron Deficiency Anemia of Pregnancy 
E. R. NEARY. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 212, 76-82, July, 1946. 4 figs., 15 
refs. 


Molybdenized ferrous sulphate tablets were prepared 
from co-precipitation of molybdenum sesquioxide and 
ferrous sulphate with molybdenum and ferrous iron in 
the ratio of 1 : 15. Twenty-two obstetric out-patients 
with haemoglobin values of less than 10 g. per 100 ml. 
and a low mean corpuscular haemoglobin concentration 
were divided into 2 equal groups. Group 1 was given 
240 mg. of ferrous iron daily and group 2 in addition 
In group. 2 uniform weekly 
increments raised the haemoglobin to almost normal 
levels—an average gain of 4-6 g. per 100 ml. in 6:2 weeks. 
In group 1 initial satisfactory results were followed by 
progressive slowing until a steady but still subnormal 
level was attained—an average gain of 2-1 g. per 100 ml. 
in 6-9 weeks. In this group a further rise, equal to that in 
group 2, was obtained either by raising the dose of iron 
or by substituting molybdenized ferrous sulphate. No 
difference in degree of absorption of the two preparations 
was found by serum iron estimations, suggesting that 
molybdenum acts as a stimulator of erythropoiesis. 

Marjorie Le Vay 


442. The Bone Marrow in Hemophilia during Life. A 
Study of the Cellular Elements and the Coagulation Time 
of the Marrow Blood 

L. R. Limarzi, H. G. PoNcHer, and C. R. BIRCH. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 31, 777-784, July, 1946. 13 refs. 


The bone marrow in haemophilia has not been studied 
hitherto during life because sternal puncture has been 
considered dangerous in this condition. 

Using a 16-gauge needle the authors aspirated sternal 
marrow in 4 patients in whom the blood coagulation 
times by Howell’s method, were 20, 25, 90, and 150 
minutes respectively. The coagulation times of the 
marrow blood samples were respectively 25, 29, 150,, 
and 150 minutes. The bone marrow pictures in the 2 
cases in remission were essentially normal in respect of 
the myeloid and erythroid pattern. Inthe 2 cases in 
relapse the bone marrow was hyperplastic with a decreased 
myeloid/erythroid ratio. This is attributed to the 
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haemorrhagic state. The megakarocytes in all 4 cases 
were morphologically normal, but showed an increase in 
the number of mature forms. Platelets and free mega- 
karocytic nuclei were numerous. 

The authors conclude from their observations that 
platelet formation is abnormally rapid in haemophilia, 
and in view of the relatively increased coagulation time 
of the marrow blood compared with that of the peripheral 
blood (observed in 1 case), they suggest that this may 
be associated with the pathology of haemophilia. 

[An apparent misprint in the table on p. 779 gives the 
coagulation time of the third patient as 190 instead of 90 
minutes.] L. J. Davis 


443. Some Observations on the Blood-clotting Mechan- 
ism. The Role of Fibrinogen and Platelets, with Reference 
to a Case of Congenital Afibrinogenaemia 

J. L. PINNIGER and F. T. G. Prunty. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 27, 200-210 

June, 1946. 9 figs., 21 refs. 


A detailed account is given of investigations carried 
out in a case of congenital fibrinogenaemia. Similar 
techniques were simultaneously applied to a study of the 
inter-relationship of platelets and fibrin in normal blood 
coagulation, and of platelets in haemophilia. Absence 
of fibrinogen from the patient’s plasma was first estab- 
lished by biochemical, serological, and microscopic 
methods. 

Estimation of prothrombin times, under the selected 
experimental conditions, of both the patient’s plasma 
and normal plasma showed that the clotting defect could 
be attributed wholly to a fibrinogen deficiency, both 
prothrombin and thrombokinase being present in approxi- 
mately normal concentrations. Prothrombin time was 
correlated with fibrinogen concentration by determining 
the times of coagulation of varying proportions of the 
patient’s plasma and normal plasma, and estimating the 
fibrinogen content of the normal plasma by the micro- 
Kjeldahl technique. Clot formation was rapid, and 
retraction good down to a fibrinogen level of 110 mg. 
per 100 ml. 

_The patient’s plasma gave only a weak reaction in low 
dilution in precipitation tests against an antifibrinogen 
serum, whereas normal plasma flocculated strongly in 
high dilution. Parallel tests with an anti-euglobulin 
serum showed some antigenic overlap between the plasma 
proteins, but the results suggested a fibrinogen concentra- 
tion in the patient’s plasma of the order of 0-05 mg. per 
100 ml. Microscopic investigations included examinations 
of the sediment formed during the prothrombin time 
estimations, and of films of the patient’s blood spread 1 
minute and 20 minutes after removal, and stained with 1% 
indulin and methyl violet in normal saline. No fibrin 
was observed in any of the preparations. 

After the transfusion of 300 ml. of a preparation 
of dried plasma with 4% fibrinogen, a maximum con- 
centration was reached 24 hours after transfusion, and a 
Significant quantity was still present after 96 hours. 
Normal white fhrombi were formed in shed blood within 
4 minutes, whereas in haemophilic blood, studied by 
the same techniques, although platelet clumping was 


observed, the outlines of individual platelets persisteg 
for much longer than was the case in the afibrinogenaemic 
blood, and no white thrombi were seen in 10 minutes, 
The authors consider that the cumulative evidence 
lends no support to the view that, fibrin plays a part in 
the formation of white thrombi, but rather suggests 
that the “ clou hémostatique ” is of greater importance 
in the control of haemorrhage from small wounds than 
is sometimes thought to be the case. 
A. Henderson-Begg 


444. Leucocyte Fragility in Transitory Leucopenia 
T. L. Squier. Journal of Allergy (J. Allergy] 17, 197-202, 
July, 1946. 1 fig., 4 refs. 


In the usual acetic diluent used for white-cell counts 
leucocytes are comparatively stable, while in acetone- 
eosin diluting fluid (watery eosin 1% 5 parts, acetone 5 
parts, distilled water to 100 parts, filtered through 2 
thicknesses of filter paper and freshly prepared every 3 to 4 
weeks) they are relatively fragile and disintegrate rather 
rapidly. The relative fragility of white cells was esti- 
mated by comparing the number of disintegrated leuco- 
cytes in the acetone fluid with a simultaneously deter- 
mined standard count. In the fasting state it was found 
that the number of leucocytes destroyed in the acetone 
diluent increased in direct proportion to the rise in 
leucocyte count. Simultaneous acetic acid and acetone 
white-cell counts were made in the fasting state and 45 
minutes after ingestion of single foods. It was found in 
150 instances of post-prandial leucopenia that the 
fragility was significantly increased over that of corre- 
sponding fasting counts, while in 150 instances of post- 
prandial leucocytosis the fragility was either normal or 
decreased. Differential white-cell counts and Arneth 
counts, fasting, and after food in 28 patients developing 
a leucopenia showed a fairly uniform reduction in the 
absolute number of white cell types, and failed to suggest 
a reason for the increased fragility. Similar investigations 
in 25 instances of post-prandial leucocytosis showed a 
relative and absolute increase in the number of young 
polymorphonuclear cells, which probably accounts for 
the normal or decreased fragility. D. A. Williams 


445. Infectious, Lymphocytosis 
H. F. MAcINNis. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 55, 133-135, Aug., 1946. 6 refs. 


A case of infectious lymphocytosis, a disease first 
described as a clinical entity by Smith (Amer. J. Dis. 
Child., 1941, 62, 231), is described in a 7-year-old girl. 
Following a 3-weeks period of listlessness, fatigue, and 
coughing, pyrexia and severe epistaxis occurred. The 
tonsils: were enlarged and hyperaemic, but no other 
pathological signs could be detected by clinical examina- 
tion. On admission the blood picture revealed: haemo- 
globin 67%, red blood cells 3,320,000 per c.mm., and an 
elevation of the white blood cells to 14,700 per c.mm. 
with lymphocytic preponderance of 72%. On the next 
day the white-cell count rose to 30,600 per c.mm. and the 
lymphocytes to 85%. Severe nose-bleeding recut red. 
The Paul-Bunnell test was negative. On the third day 
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the general condition began to improve. A blood trans- 
fusion of 200 ml. was given with a consequent reduction 
of the white-cell count. Because of pains in the neck 
a spinal puncture was done; the fluid was normal. 
No further complication developed, except on the 
fifteenth day of treatment when the girl complained of 


pain in the calf muscle accompanied by slight limping. . 


There was no explanation for the cause of this symptom. 
On the eighteenth day after admission the total white 
count returned to normal, but a lymphocytosis of 70°% 
persisted. A table of blood findings shows the character- 
istic changes in the white-cell count during illness with a 
maximal rise to 31,750 per c.mm., and a lymphocytosis 
of 87% on the third day of observation. The gradual 
return of the white-cell count to the norm of 8,500 per 
c.mm. required 15 days. 

A survey of the literature is given, and the general 
principles of the diagnosis are outlined. Infectious 
mononucleosis, the early stages of lymphatic leucaemia, 
pertussis, and upper respiratory infection with leucaemoid 
reactions should be excluded. Cases with abdominal 
signs and symptoms may produce a picture simulating 
an acute abdominal condition. M. Dynski-Klein 


446. Reactions in the Blood Picture Due to Metastatic 
Invasion of Bone-marrow. (Les réactions sanguines 
provoquées par l’envahissement métastatique de la 
moélle osseuse) 

P. Dustin. Acta Medica Scandinavica [Acta med. 
scand.] 125, 220-235, Aug., 1946. 4 figs., 26 refs. 


Haematological and morbid anatomical findings are 
described in 11 cases of carcinomatosis with secondary 
deposits in the bones. It is not clear how extensive the 
examination of the skeleton was at post-mortem examina- 
tion, and radiological reports are not included. No 
correlation was found between the blood picture, the 
extent of the marrow invasion by metastasis, and the 
occurrence of extramedullary haematopoiesis. The 
character of the blood picture varied considerably. In 
some cases both immature red and white cells occurred, 
in others there was a predominance of either young red or 
white cells, while in others there was an aplastic picture, 
all elements including the thrombocytes being affected; 
a simple anaemia was also noted. The characteristic 
finding in the marrow in certain cases is a fibrosis. The 
dyshaematopoiesis, whatever form it takes, is thought to 
be an effect of a toxic secretion of the tumour cells. 
[The author’s conclusion that this dyshaematopoiesis 
is found most frequently in gastric carcinoma is hardly 
justified on the evidence available.] Janet Vaughan 


447. Urinary Calculi in a Case of Myeloid Leukaemia 
under X-ray Treatment and following Urolithiasis. (Con- 
Siderazioni sopra un caso di mielosi leucemica in tratta- 
mento rontgen e consecutive urolitiasi) 

A. CAvALLeRI. Policlinico [Policlinico] sez. prat., 53, 
665-668, Aug. 5-12, 1946. 


A typical case of myeloid leucaemia in a man of 33, 
with splenomegaly, anaemia, and a white-cell count of 
512,000 per c.mm., is described. He was given several 


small transfusions of 100 to 150 ml. of homologous blood, 
and this treatment was followed by deep x-ray therapy — 
(1,080 r in 22 days). After this course his white-cell count 
fell to 8,700 perc.mm. His general condition remained 
satisfactory for 3 months, after which he developed pain 
in the left loin and haematuria. He eventually passed a 
uric acid calculus 8 mm. x 3 mm., and became symptom- 
free. 

The author considers that calculus formation was 
favoured by the increase of endogenous uric acid due 
to (1) excessive cell destruction as a result of the 
leucaemia, (2) further cell destruction by the irradiation. 
He suggests making the urine alkaline during irradiation 
to prevent this complication. V. C. Medvei 


ANAEMIA 
448. The Activity of Another L. Casei Factor in Macro- 
cytic Anemia 
T. D. Spies. Southern Medical Journal [Sth. med. J.] 39, 
634-635, Aug., 1946. 7 refs. 


Considerable interest has been aroused recently by the 


therapeutic possibilities of folic acid in the treatment of 


megaloblastic anaemias. It will be recollected that this 
substance has been given the alternative designation of 
Lactobacillus casei factor, since it was shown to be 
essential for the growth of this microbe. The substance 
was originally isolated from liver, yeast, and other 
biological substances, but has recently been produced 
synthetically. Another Lactobacillus casei factor was 
described in 1944. This compound was obtained from 
a fermentation residue, and was almost as active as the 
original L. casei factor derived from liver when assayed 
with L. casei, but only 6% as active when assayed with 
Streptococcus faecalis R. 

A clinical trial of this substance on a case of Addisonian 
pernicious anaemia is now reported. The patient, aged 
65, had relapsed on account of inadequate parenteral 
liver therapy. Treatment with daily intramuscular 
injections of 3 mg. for 11 days resulted in a suboptimal 
response, the reticulocyte count reaching a peak of 5-4% 
on the tenth day, and the red-cell count rising from 1-89 
to 2:4 million on the sixteenth day. Bone marrow 
studies “‘ indicated that a response had occurred’, and 
considerable subjective improvement was noted. Higher 
dosage was not possible because of lack of material, but 
the author considers that this preliminary observation 
merits reporting, since it demonstrates that the administra- 
tion of the substance caused no untoward symptoms 
and was followed by a haematological response [which, 
however, was submaximal with the dosage given]. 

L. J. Davis 


449. Investigations in the Behaviour of the Serum Iron 
in Hyperchromic Sprue Anemia. [In English] 

S. FRANDSEN and J. KRINGELBACH. Acta Medica 
Scandinavica [Acta med. scand.] 125, 29-39, Aug., 1946. 
2 figs., 10 refs. 


In patients suffering from pernicious anaemia the serum 
iron falls from supernormal levels (180-250 pg. per 
100 ml.) to normal or subnormal levels (70-100 yg. per 
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100 ml.) in the first 2 or 3 days after injection of adequate 
doses of potent liver extract. The authors report observa- 
tions on the serum iron in 2 cases of sprue with high 
colour index anaemia. In the first case there had been 
symptoms for 6 months, Hb 72%, C.1. 1-77, and an intense 
megaloblastic marrow reaction (leuco-erythrogenetic 
ratio 0-6); administration of liver was followed by a 
reticulocytosis and a rise in Hb. ‘ 

In the second case, of many years’ duration, there 
was Hb 70%, C.l. 1:17, and minimal erythroblastic 
marrow reaction with very scanty megaloblasts (leuco- 
erythrogenetic ratio 1-31); there was no reticulocyte 
response or rise in Hb after liver. In the first case 
the serum iron fell from high normal (150-171 xg. 
per 100 ml.) to low normal limits (97 yg. per 100 ml.) 
in 7 days after liver was started and then fluctuated 
about the lower limit of normal. In the second, it 
fell from high normal levels (150-170 yg. per 100 ml.) 
progressively to very low values (35 yg. per 100 ml.), 
suggesting iron deficiency. In both cases an increase in 
weight occurred, but there was no permanent improve- 
ment in the anaemia or the hypocalcaemia. The results 
are compared with published results, and the con- 
siderable discrepancies interpreted with reference to 
spontaneous remissions. 

[The second patient suffered from a fairly severe degree 
of iron deficiency, as shown by anisochromia of the red 
cells. The element of iron deficiency in these anaemias 
can be demonstrated very clearly by determining the mean 
corpuscular haemoglobin concentration (M.C.H.C.), 
and this should never be omitted when investigating 
anaemias due to multiple causes. The discordant 
observations mentioned probably result from failure to 
distinguish between simple megalocytosis and megalo- 
cytosis with superimposed iron deficiency. The colour 
index is an obsolete concept that confounds variations in 
haemoglobin saturation with those in cell volume, which 
are clearly discriminated by M.C.H.C. and M.C.V. 
(mean corpuscular volume).] G. Discombe 


450. The Problem of Megaloblasts in the Light of Recent 
Results in Connexion with Liver Therapy and Laboratory 
Cultures. (Il problema del megaloblasto alla luce delle 
recenti acquisizioni col trattamento epatico e con la 
cultura “* in vitro 

A. Fiescui and G. AstaLpi. Minerva Medica [Minerva 
med., Roma] 37 ii, 95-98, Aug. 4, 1946. 6 refs. 


According to some haematologists the megaloblast is a 
direct product of the histioid haematopoietic tissues, 
without any intermediate haemocytoblastic phase, and 
is in origin quite distinct from the normoblast; others 
maintain that normoblasts and megaloblasts have a 
common origin and that the megaloblast—of pernicious 
anaemia for example—is merely an erythroblast which has 
matured abnormally. 

In vivo tests with liver treatment have shown that the 
bone marrow in cases of pernicious anaemia may in a 
few days become normal, and the same has been seen in 
vitro when the process can be followed step by step. 
Three possibilities as to the mode of change have been 
advanced: (1) The megaloblasts degenerate and dis- 
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appear. (2) They mature to the megalocytic stage ang 
later forms are normoblasts. (3) As they mature they 
undergo transformation to types no longer megalo. 
blastic. The first and second of these may be set aside, 
because careful examination has failed to reveal retro. 


gressive changes and it is unlikely that  typicaj 
megaloblasts become polychromatic or  orthochro- 
matic. Also no corresponding increase in typical 
megalocytes has been seen. Examination of in vitro 
“cultures” reveals that as early as 24 to 48 hours 
typical megaloblasts are rare, and the primitive medullary 
miegaloblast is no longer to be found. However inter. 
mediate types with a nucleus like that of a megaloblast 
but smaller and with finer chromatic reticulum are seen, 
It is difficult to classify these because they are neither 
typical megaloblasts nor typical normoblasts. 

The authors conclude that liver treatment of patients 
with pernicious anaemia leads to the following changes or 
modifications: (1) Megaloblasts approaching maturation 
are given a spurt and mature still more quickly. (2) Those 
less advanced take on the characters of normoblasts and 
finally produce normocytes. (3) The basic elements cease 
direct megaloblastic haematopoiesis and return to the 
normal lines of blood-cell formation. 

H. Harold Scott 


451. Pathogenesis of Cooley’s Anaemia. (Ricerche 
sull’eziopatogenesi del morbo di Cooley) 

E. SILvestRonNt and Branco. Minerva 
[Minerva med., Roma] 37 ii, 91-95, Aug. 4, 1946. 


Cooley’s “ erythroblastic anaemia’’, a disease limited 
almost exclusively to Mediterranean races, is character- 
ized by hypochromic anaemia, mild jaundice, erythro- 
-blastosis, hyperplasia of blood-forming tissues, enlarge- 
ment of liver and spleen, leucocytosis, and osteoporosis, 
especially of the skull, resulting in a mongoloid facies. 
Greeks and Italians are mainly affected, and when cases 
are seen in other countries—they have been reported 
from Syria, Spain, Ireland, England, and the United 
States—they are in families of Mediterranean origin 
which have migrated. It resembles in some respects the 
anaemia pseudo-leucaemica infantum of Jaksch-Hayem 
and acute erythraemic myelosis. The cause is not known. 


Medica 


The authors have studied 38 families in which there 


were 25 recorded cases of Cooley’s anaemia, 6 of the 
Jaksch-Hayem anaemia, and 1 of myelosis, the remaining 
6 being cases of the first-named under their own observa- 
tion. The various theories which have been advanced 
to account for the condition are stated: medullary 
abnormalities leading to imperfect erythropoiesis; 
hereditary defect in haematopoietic tissues; mutation 
(in the sense of Darwin, De Vries, and Naegeli) of the 
haematopoietic organs resulting in a new type of red 
corpuscle vulnerable and incapable of completing its 
biological cycle, the result of malaria in one or both 
parents. Something is said on each of these theories 
and the names of those who put them forward or support 
them are given [but no references]. No conclusion is 
reached. [The article is really a review of the theories 
advanced as to the pathogenesis of Cooley’s anaemia.] 
H. Harold Scott 
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452. Recurrent Parotitis 


Sy mann [English Summary] 
W. FaLK. Harefuah [Harefuah] 31, 95-97, Sept. 15, 
1946. 14 refs. 


In Palestine it was found that cases of recurrent 
parotitis were not epidemiologically related to other 
cases of parotitis. In mumps the youngest patient seen 
was 19 months old, but recurrent parotitis may occur even 
in very small babies. A copious mucopurulent discharge 
from Stensen’s duct is present with many polymorpho- 
nuclear leucocytes. Streptococcus viridans was invariably 
present in the exudate; it was never seen in cases of 
mumps. Fever up to 40°C. is not infrequent; the 
swellings recur—one patient had 6 recurrences—and pain 
isa constant feature. Sialography gives negative results. 
The cause is unknown. G. M. Findlay 


453. Sialodochectasis of the Parotid Gland (Recurrent 
Parotitis) 

A. MarSCHAK. Harefuah [Harefuah] 31, 93-95, Sept. 
15, 1946. 3 figs., 7 refs. 


Two cases of recurrent parotitis are described; the 
submaxillary glands are less commonly affected than the 
parotid. The technique of sialography is described in 
detail. The usual finding in these cases is dilatation of 
the ducts; the condition is possibly allergic. Reasons 
are given for preferring the name “ sialodochectasis ” to 
the terms “ sialectasis”’, sialangiectasis’’, or “ re- 
current parotitis ”. G. M. Findlay 


454. Chronic Gastritis: Observations on its Course and 
Significance 

S. N. Mammon and W. L. PALMER. Gastroenterology 
[Gastroenterology] 6, 511-536, June, 1946. 30 refs. 


The authors present the results of repeated gastro- 
scopic examinations carried out over a number of years 
on a series of 14 patients, 10 of whom were under observa- 
tion for gastric ulcer. The findings at each examination 
are given in detail. Two of the patients showed a normal 
mucous membrane throughout the period of observation, 
and the authors suggest that this supports the view that 
the normal stomach tends to remain normal. However, 
they not infrequently found that normal phases were 
Present in stomachs usually exhibiting some evidence of 
gastritis. 

From their observations they conclude that superficia 
and hypertrophic gastritis may be variants of the same 
process rather than separate entities; that, although 
sometimes atrophic changes are present without evidence 
of other types of gastritis, on other occasions atrophic 
gastritis appears to be a sequel of superficial and hyper- 
trophic inflammation. Atrophy is more often found in 
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the fundus. whereas superficial and hypertrophic changes 
more commonly occur in the middle portion of the 
stomach. Chronic gastritis of all types, as diagnosed 
gastroscopically, tends to a persistent or recurrent course, 
with unpredictable variations in type, severity, and 
location. One case of severe atrophic gastritis, however, 
returned to normal after subtotal gastrectomy carried 
out for a coexisting duodenal ulcer. No constant or 
consistent changes were found in the gastric mucosa of 
6 patients subjected to x-ray therapy, and vagotomy in 
2 patients did not result in any striking changes in the 
gastroscopic appearances. 

The authors were not able to correlate in any way the 
gastroscopic appearances observed in these 14 patients 
with any symptoms complained of. They conclude: 
“ Regardless of attractive theoretical considerations the 
clinical significance of chronic gastritis remains unproved.” 

John R. Forbes 


455. A Study of the Time of “ Healing ” of Peptic Ulcer 
in a Series of Sixty-Nine Cases of Duodenal and Gastric 
Craters 

G. M. Cummins, M. I. Grossman, and A. C. Ivy. 
Gastroenterology [Gastroenterology] 7, 20-37, July, 1946. 
15 figs., 19 refs. 


In an attempt to determine the length of time usually 
required for the healing of gastric and duodenal ulcers 
the authors have studied the reaction to treatment of 
69 Army personnel, 68 males, and 1 female. In each 
case an ulcer crater was demonstrated radiologically 
(63 duodenal, 6 gastric). With few exceptions, to which 
reference will be made later, the sole criterion of healing 
was the disappearance of the previously radiologically 
demonstrable crater. The patients were treated in the 
same way: (1) rest in bed for 3 days followed by activities 
{nature unspecified] in the ward; (2) sod. bicarb. 1, 
calc. carb. 3; a “dram” (presumably 4 g.) in water 
2-hourly from 8 a.m. to 8 p.m., and at 1 a.m. in the first 
week. After 4 weeks the powder was given half an 
hour after meais, at bedtime, and if awake in the night; 
(3) milk and cream, equal parts, 6 oz. (170 ml.) 2-hourly 
from 7 a.m. to 9 p.m. for 4 weeks, thereafter between 
meals and at night; (4) solid food on the fourth and 
subsequent days by gradual addition of farinaceous food, 
eggs, toast, vegetable purée, and boiled beef; (5) Tr. 
belladonnae 15 drops (? minims) and gr. 4 (32 mg.) 
phenobarbitone were given thrice daily, and 1 capsule 
of mixed vitamins daily; (6) tobacco was decreased or 
eliminated. It should be noted that alkalosis developed 
in 1 patient. Radiological examination was made not 
more than 3 days before starting treatment, and repeated 
at the end of the 28-day regime. 

Results.—The average time for the disappearance of 
the crater was 40 days (duodenal) and 42 days (gastric). 
Direct inspection of the ulcer by means of a gastroscope 
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was carried out in 3 out of the 6 cases of gastric ulcer. 
In only one of these was the timing of the gastroscopy 
in relation to radiology so arranged as to make it possible 
to compare the efficacy of the two methods of investiga- 
tion. In that case a small crater was visible for a few 
days after the negative radiological examination. 

The authors find no correlatiom between “ healing 
time ” and the size of the crater, the age of the patient 
(94% were in the third or fourth decade), a previous 
history of ulcer, or the duration of symptoms. They 
comment on the similarity in the healing time of an 
experimental ulcer in the dog and the spontaneous ulcer 
in man, but point to two differences: (1) the favourable 
conditions required to induce prompt healing in man; 
(2) the striking tendency to recurrence in the human 
being. [It is doubtful whether (1) can be accepted, at 
any rate without some definition of ‘* favourable con- 
ditions ’’. In fact the whole investigation we have 
reviewed is useful only if it be a first step in a series of 
observations designed to determine whether the radio- 
logical healing rate is influenced by rest, diet, alkalis, 
belladonna, and restriction of tobacco. Every sufferer 
from peptic ulcer and most physicians will agree as to 
the value of rest. May this not be the “ favourable 
condition ” which is naturally also sought by the experi- 
mental dog? There is no agreement on the value of the 
other therapeutic measures. Our first need is to learn 
whether the average healing time is the same in patients 
who have rest and no other treatment. Should this not 
be the case, a similar series with dietetic control should 
be studied and so on. Only thus can a true appraisal 
of the many therapeutic agents be achieved.] 

A. H. Douthwaite 


456. The Amino-acid Content of Achlorhydric Gastric 
Juice. (Recherches sur le contenu en acides amines des 
sucs gastriques anachlorhydriques. Leur importance 
pour le diagnostic du cancer de I’estomac) 

D. Stmicit and R. VLApeEscu. Archives des Maladies de 
l’ Appareil Digestif et des Maladies de la Nutrition [Arch. 
Mal. Appar. dig.) 35, 128-135, March—May, 1946. 4 refs. 


Among achlorhydric gastric juices it is claimed that 
those derived from cancerous stomachs can be dis- 
tinguished from the others by the presence of a high 
proportion of amino-acids. Expressed as amino-acid 
nitrogen in mg. per 1,000, non-malignant achlorhydria 
gives figures of 20 to 37, provided that there is no evidence 
of duodenal reflux—that is to say, of the presence of bile. 
In that case protein breakdown products from the 
duodenum may raise the figure well above the cancer 
level of 70 to 150. The authors claim that the test is of 
diagnostic value in cases of early carcinoma of the 
stomach. 

{It will be remembered that at the beginning of this 
century tests for soluble albumins (Wolff-Junghans) 
following the Ewald-Boas test meal were held to be of 
value in the diagnosis of gastric carcinoma. The authors 
confirm the value of the test and in their own amino- 
acid determinations they used the E-B. test meal. The 
weakness of this test seems to lie in the observation that 
duodenal reflux will profoundly influence the results. 


DISORDERS 


If one discards all gastric juice coloured by bile it must 
still be possible to be misled by a seemingly pure gastric 
juice. Amino-acids from the duodenum may welj 
regurgitate to the stomach with too small an amount of 
bile to cause change of colour. Osler drew attention to 
this fact some 30 years ago. At the best the amino-acid 
determination can be of limited use and reserved for 
those extremely rare cases in which the clinical history, 
examination, radiography, appearance of test meal 
(blood in most specimens), and gastroscopy fail to 
establish a diagnosis.] A. H. Douthwaite 


457. A Physiological Contribution to the Prophylaxis 
of Peptic Ulcer in Man. (Uma contribuigao fisioldégica 
poderosa para prevenir a “ Ulcera Péptica ” no homen) 

A. C. Ivy. Arquivos de Clinica [Arch. Clin.] 2, 329-335, 
June, 1946. 27 refs. 


This is a summary of the work on enterogastrone, the 
factor obtained from the small intestine which inhibits 
secretion and motility of the stomach, by the leader of 
the work in this field. The preparations of entero- 
gastrone, obtained by hydrochloric-acid extraction of the 
mucosa of the upper part of the small intestine, were 
tested on Mann-Williamson dogs, in which there was a 
gastro-jejunostomy and transplantation of the bile and 
pancreatic duct to the last 15 cm. of the small intestine; 
this normally causes an ulcer at the gastro-jejunal 
anastomosis in 98°, of animals within a few months, 
Ina group of 33 animals daily injections of enterogastrone 
prevented the development of an ulcer in 25 over a period 
of a year, while the development of an ulcer after termina- 
tion of treatment was delayed from 18 to 46 months. 
Oral treatment on a smaller group was also effective. 
Preliminary results in human beings have been 
encouraging. G. Discombe 


458. Present Trends in Mucous Colitis 

H. Gauss. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 13, 213-220, July, 1946. 2 figs., 
16 refs. ‘ 


Mucous colitis is considered to be essentially a neurosis 
of the colon, being a form of psychosomatic disease in 
which conflict with the environment is expressed, through 
the sympathetic nervous system, in a functional derange- 
ment of the bowel. It merges. with, and is often difficult 
to differentiate from, the syndrome of spastic or irritable 
colon. Common symptoms are the presence of mucus 
in the stools, localized or diffuse abdominal pain of 
varying type, constipation with occasional bouts of 
diarrhoea, addiction to purgatives, and _ excessive 
flatulence. Other symptoms and signs of psychological 
instability are often present. Objective signs on physical 
examination are usually lacking. 

Radiological examination of the colon shows irrita- 
bility and spasticity of all or any segment, the descending 
colon being most frequently involved. A “ stringy ” or 
““ropy”’ appearance is often seen. Sigmoidoscopy 
reveals at first a state of vascular engorgement with much 
glairy mucus; later, a general state of mucous membrane 
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injection; and in severe and long-standing cases the 
mucous membrane is pale, thinned-out, covered with 
mucus, and on removal of the mucus pin-point ulcerations 
may be seen. 

Treatment consists in breaking the vicious circle of 
psychic disturbance causing somatic symptoms, these 


in turn leading to further psychic disturbance. Psycho- - 


therapy must be employed, and in addition initial rest 
in bed, with physiotherapy, a non-roughage diet, and 
sedative and anti-spasmodic drugs, are useful. Bland 
vegetable mucilages are of value, but cathartics, enemata, 
and mineral oils are to be avoided. The prognosis is 
always guarded. Cures are sometimes obtained, but 
recurrences are frequent and there is a marked tendency 
to chronicity. John R. Forbes 


459. Treatment of Ulcerative Colitis with Intestinal 
Mucosa 

A.M.GILL. Proceedings of the Royal Society of Medicine 
[Proc. R. Soc. Med.] 39, 517-519, July, 1946. 4 figs. 


Twenty-one cases of ulcerative colitis treated with pre- 
parations of the pig’s small intestinal mucosa are 
described. Two dried preparations are compared; one 
in which enzymal activity was retained was non-effective, 
but the other caused remission of symptoms in 9 cases. 
Relapse occurred on the cessation of treatment and 
improvement on the reinstitution of therapy. 

[The physiological basis for this therapy is obscure. 
The relationship of ulcerative colitis to a psychological 
factor is well known. The assessment of any therapy 
in such a condition demands the collection of adequate 
control data, as pointed out by Avery Jones in the 
subsequent discussion [p. 519]. Before any conclusion 
can be reached on the value or otherwise of this therapy 
much more extensive investigation is required.] 

A. C. Frazer 


460. Some Observations on the Aetiology and Treatment 
of Sprue 

A. L. WINGFIELD. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 39, 519-522, July, 1946. 
2 figs., 14 refs. : 


Theories of the aetiology of tropical sprue are briefly 
reviewed and the treatment of 9 cases of tropical sprue 
with a crude liver preparation (“‘ plexan’’) is described. 
The liver preparation was given in 4 ml. doses daily for 
1 week, then on alternate days for 1 week, and thereafter 
twice weekly. The patients were given the normal ward 
diet supplemented with 150 mg. of nicotinic acid daily. 
It is claimed that the patients rapidly improved on this 
treatment as judged by increased weight, improvement 
in the blood picture, and the return of a vasomotor 
response to the oral administration of nicotinic acid. 
The author concludes that the sprue syndrome is due to 
a deficiency of some hypothetical substance contained in 
certain crude liver extracts. . 

[On the basis of the evidence submitted in this com- 
munication, such a conclusion is hardly justified. The 
ass mption that intestinal function has returned to 
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normal appears to be made on the basis of symptomatic 
improvement and the use of a test dose of nicotinic acid; 
the validity of this assumption requires further investiga- 
tion, as pointed out by Sir Philip Manson-Bahr in the 
subsequent discussion (p. 522). The view that diet is of 
little consequence in the treatment of sprue must also be 
questioned since no control observations appear to have 
been made. It is hoped that a fuller account of these 
inter s:ing cases may be published in due course.] 
A, C. Frazer 


461. Discussion on the Use of Medicaments in Diseases. 
of the Colon and Rectum 

F. MuRGATROYD, W. H. HARGREAVES, J. L. LoviBoND, 
T. H. SoMERVELL, C. N. MorGan, A. D. WRIGHT, 
and A. H. Hunt. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 39, 541-550, July, 1946. 


F. Murgatroyd states that the treatment of amoebic 
infection of the bowel favoured by British physicians 
includes combinations of various classes of drugs. A 
common standard course consists of emetine bismuth 
iodide, 2 to 3 gr. (0-13-0-2 g.) by mouth, together with 
retention enemata of 2:5°% chiniofon daily for 10 days, 
followed by carbarsone 0-25 g. by the mouth twice daily 
for a further 10 days. Sometimes this course is immedi- 
ately preceded by emetine hydrochloride, 1 gr. (65 mg.) 
by parenteral injection for a few days. The degree of 
success obtained by such treatment has been assessed 
as being between 75 and 95%. The reason for failures 
is discussed. 

W. H. Hargreaves prefers a combination of penicillin 
with specific amoebicidal drugs for chronic cases. 
Penicillin alone does not seem to have any significant 
effect on Entamoeba histolytica but it renders severe 
refractory cases of chronic amoebic dysentery more 
amenable to drugs with a specific action on the amoebae. 
Symptomatic relief is often striking. He recommends a 
course of penicillin which lasts just over 8 days, totalling 
2,000,000 units in 3-hourly doses of 30,000 units intra- 
muscularly. To combat some of the organisms which 
are not sensitive to penicillin he also gives sulphasuxidine 
at the same time by the mouth—20 g. daily. He states 
also that penicillin is well worth a more extensive trial 
in chronic ulcerative colitis. 

J. L. Lovibond, in reviewing impressions of approxi- 
mately 1,000 hospital cases of amoebic dysentery seen in 
Ceylon, Assam, and Burma, concludes that a continuous 
sequence of treatment is all important. Hypodermic 
emetine deals only with initial symptoms but does not 
cure by itself. Emetine bismuth iodide (by the mouth) 
and chiniofon (enemata) are the keystones of treatment. 
Carbarsone gets rid of residual cysts. The 12-day 
periods of treatment recommended may sometimes need 
to be prolonged, but never reduced. Rest in bed is essential 
for the first 2 to 3 weeks but diet restriction and purges are 
not. Convalescence for 3 weeks is desirable, followed 
by readmission to hospital for 6 daily stool tests and 
final sigmoidoscopy. 

T. Howard Somervell describes his experience with 
amoebic dysentery in South India and discusses also the 
treatment of bacillary dysentery. The sulphonamide 
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drugs have been brilliantly successful in bacillary 
dysentery of not more than 3 days’ duration but the treat- 
ment of more chronic cases is difficult. The standard 
treatment he now recommends for chronic cases is 
sulphapyridine or sulphamezathine—3 g., then 1 g. 
4-hourly for 2 days, followed by sulphaguanidine, 1 g. 
4-hourly for 2 days. He finds sulphapyridine more 
effective and apparently less toxic than sulphaguanidine 
for bacillary dysentery. 

C. Naunton Morgan discusses the differential diagnosis 
between amoebic granuloma (amoeboma) and carcinoma, 
and in doubtful cases suggests the administration of 
emetine as an aid to diagnosis. An amoeboma may melt 
away in a very dramatic fashion following the emetine 
treatment, and thus a diagnosis may be established even 
though amoebae or cysts have not been found. 
Sulphonamides which affect the intestinal flora are 
important adjuvants in the surgery of the large bowel, 
but though the number of bacteria in the intestines may 
be controlled by these drugs there should be no relaxation 
in the strict rules which experience has shown to be 
necessary for successful surgery in the colon or rectum. 

Alan H. Hunt describes the effect of sulphasuxidine in 
reducing the incidence of peritonitis when given before 
major intraperitoneal operations on the colon and rectum. 
In the first group of 90 patients treated before the intro- 
duction of sulphasuxidine in Sept., 1943, there were 
15 deaths (a fatality rate of 16-5%) and of these 4 had 
diffuse and 7 localized peritonitis. Of the 75 patients 
operated on after the introduction of sulphasuxidine 
9 died (a fatality rate of 12%) and of these none had any 
intraperitoneal infection. This second group of cases 
was closely comparable with the first, the only important 
difference being that 50 g. of sulphasuxidine had been 
administered before operation, 10 g. being given daily 
for 5 days. Sulphasuxidine also lessened the length of 
convalescence after abdomino-perineal resection. With- 
out sulphasuxidine the average stay in hospital after 
operation was 51 days; with sulphasuxidine 40-5 days. 

Cuthbert Dukes 


462. Some Observations on Cases of Ascites in Hyderabad- 
Deccan. Ascites Associated with Cirrhosis of the Liver 
V.GopaL Rao. Journal of the Indian Medical Association 
[J. Indian med. Ass.] 15, 295-300, June, 1946. 26 refs. 


This is the second part of a paper based on a study of 
343 patients from MHyderabad-Deccan admitted to 
hospital with ascites. It gives an account of the largest 
group (108 cases), in which the ascites was attributed to 
portal hepatic cirrhosis. The clinical diagnosis of 
cirrhosis was confirmed at necropsy in 8 of the cases. 
The majority of the patients were poor-class rural 
workers living on a diet deficient in fat and animal protein. 
Only 40 gave a history of alcohol habit. Oedema of the 
legs (92 cases) and oliguria were common, and there was 
pleural effusion in 9 cases; haemorrhage was rare. A 
palpable spleen (55 cases) was a more frequent finding 
than a palpable liver (33 cases). The albumin was low 
in the 8 patients whose serum proteins were estimated, 
and there was impairment of Rose-Bengal excretion and a 
positive Takata-Ara reaction in most of the cases. 


DIGESTIVE DISORDERS 


Another clinical group of 52 cases was described jp 
detail in Part I of this paper (J. Indian med. Ass., 1946, 
15, 254) under the name of the “ Nutritional Ascites”, 
Here again ascites was associated with anaemia, hypo. 
proteinaemia, oedema, and sometimes pleural ang 
pericardial effusion. Usually, however, the Takata-Ara 
reaction was negative and rapid improvement with 
disappearance of ascites followed rest and liberal diet: 
approximately 80% left hospital recovered or improved 
compared with 10% in the hepatic cirrhosis group. The 
author ascribes the ascites in these cases to malnutrition, 
and suggests that “nutritional ascites”? may, under 
conditions of continued malnutrition perhaps associated 
with chronic malaria, dysentery, etc., ultimately result 
in portal cirrhosis. Proof of the absence of hepatic 
cirrhosis was obtained only in 1 of the fatal cases at 
necropsy, while the patients in 2 cases originally classed 
as nutritional ascites were found later to have hepatic 
cirrhosis. K. Black 


463. The Problem of Prolonged Hepatitis with Particular 
Reference to the Cholangiolitic Type and to the Develop- 
ment of Cholangiolitic Cirrhosis of the Liver 

C. J. WATSON and F. W. HorrBAuer. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 195-227, Aug., 1946. 
19 figs., 67 refs. 


The duration of jaundice in infective hepatitis may be 
prolonged and in a recent epidemic in the Middle East 
the average duration was 27 days. Certain cases of 
prolonged hepatitis, 8 of which are here discussed 
together with the results of liver biopsy, exhibit normal 
or relatively normal hepatocellular function in the 
presence of deep jaundice. The histological changes in 
the liver appear inadequate to account for the jaundice, 
since they consist solely in a varying amount of periportal 
lymphocytic infiltration, bilirubin staining of the liver 
cells, especially in the centre of the lobules, and bile 
thrombi in variable numbers. In the absence of sufi- 
cient evidence to indicate intrahepatic biliary obstruction 
it is believed that the hyperbilirubinaemia, together with 
the increased blood phosphates and cholesterol, and the 
pruritus, support the concept of a functional injury of 
the bile capillaries leading to increased permeability. It 
is postulated that in the early stages of the infection a 
more intense injury to the parenchymatous cells existed: 
this clears up but leaves a severe affection of the intra- 
hepatic bile duct system. The problem of the relation of 
prolonged or “ cholangiolitic ’ hepatitis is discussed in 
relation to the development of cirrhosis of the liver. It 
is suggested that the term “ hypertrophic biliary cirrhosis ” 
should be replaced by “ cholangiolitic cirrhosis”. The 
end stages of the cholangiolitic cirrhosis following pro 
longed hepatitis may be indistinguishable histologically 
from ordinary atrophic or portal cirrhosis. The 
cholangiolitic type of hypertrophic cirrhosis is believed, 
however, to be distinct from the “ hypertrophic ”’ fatty 
cirrhosis which represents an intermediate stage between 
the fatty liver and the atrophic cirrhosis in which protein 
deficiency is the most important aetiological factor. 

, G. M. Findlay 
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464. Reaction of Thiol Compounds with Peroxidase and 
Hydrogen Peroxide 

L.O. RANDALL. Journal of Biological Chemistry [J. biol. 
Chem.] 164, 521-527, Aug., 1946. 2 figs., 20 refs. 

The biological synthesis of thyroxine by the thyroid 
gland may be assisted by peroxidase, and the antithyroid 
activity of certain thiol compounds has been attributed 
to their antiperoxidase activity. This is claimed to be 
false on the grounds that the thiol compounds do not 
inhibit peroxidase activity but are reducing agents which 
can act as substrates for peroxidase; that they can 
reduce the coloured dyes formed from p-aminobenzoic 
acid and benzidine and are frequently used to estimate 
peroxidase activity; and that they are able to reduce 
hydrogen peroxide and so remove it as a component of 
the peroxidase system. 

The reducing action of thiol compounds (thiourea, 


_o-phenety! thiourea, 2-thiouracil, and 2,6-dithiouracil are 


the ones principally used) on the dyes from p-amino- 
benzoic acid and benzidine was shown by adding them 
in 0-001 M concentration at pH 7 to aliquots of the 
dyes prepared by reaction of hydrogen peroxide and 
peroxidase from horse-radish with the appropriate 
substrate. All thiol compounds tested reduced benzidine 
blue and all except thiourea and o-phenetyl thiourea 
reduced p-aminobenzoic acid red and all reduced 
2,6-dichlorophenol indophenol, a property shared by 
most substrates of the peroxidase system. A manometric 
method with the Warburg apparatus was devised for 
determining peroxidase activity by measuring the rate of 
disappearance of hydrogen peroxide in presence of a 
substrate. Oxygen was liberated by catalase (from beef 
liver) from residual hydrogen peroxide after a given time 
and the volume measured. The reaction vessels con- 
@ained in the reaction chamber 1 ml. of peroxidase, 
05 ml. of various concentrations of the substrate, 
p-aminobenzoic acid, and 0-5 ml. of 0-1 M phosphate 
buffer at pH 7; in one side arm was placed 1 ml. 
of 0-015 M hydrogen peroxide and in the second side 
arm 0-5 ml. of catalase. After equilibration at 38° C. 
hydrogen peroxide was added, and after 5 minutes 
catalase was added. The effects of thiols were measured 
by hydrogen peroxide usage in the presence and absence 
of the thiols. 

Results for thiourea are quoted; no inhibition of 
peroxidase activity was found but there was acceleration 
of the rate of utilization of hydrogen peroxide. Thus 
there was competition between thiourea and substrate 
(p-aminobenzoic acid in this case) for available peroxi- 
dase and hydrogen peroxide, and therefore thiourea acted 
as a substrate. This was confirmed by using the thiol 
compounds alone as substrates in 0-0075 M concentration. 
It was shown that hydrogen peroxide was reduced and 
this reaction was accelerated by peroxidase. The thiol 


compounds were oxidized beyond the disulphide stage. 


J. Dawson 
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. 465. Thyrotoxicosis at Ullev4l Hospital in the Years 1934— 


1944 with a Special View to Frequency of the Disease. 
[In English] 

R. GRELLAND. Acta Medica Scandinavica [Acta med. 
scand.] 125, 108-138, Aug. 22, 1946. 1 fig., 66 refs. 


The frequency of thyrotoxicosis in Ulleval Hospital 
and also in other Norwegian hospitals showed a steady 
increase up to 1939; a slight drop in 1940 to just above 
pre-war levels at Ulleval and just below in Other hospitals; 
a decided rise in 1941; and thereafter a decline to about 
pre-war levels in 1944. The steady rise before the war 
cannot be ascribed with certainty to any one cause. 
Improvement in diagnosis is suggested. This is made 
unlikely by a consideration of the percentage of correct 
diagnoses before admission. Apart from a very good 
year in 1934 (82% correct) and a very bad one in 1944 
(44% correct), the diagnostic skill of the outside doctors 
remained remarkably constant at 65+-15% and there 
was no correlation between these variations. and the 
number of cases of true thyrotoxicosis admitted. 

Reasons are given for suspecting that the pre-war 
increase was due in part to an excessive consumption | 
of food [but the evidence that excessive consumption 
of food does in fact raise the metabolic rate is by no 
means conclusive, although the reverse is proven]. 
Rationing was introduced in 1940, but there was no real 
food shortage till the end of 1941, so a deficient food 
intake cannot be held responsible for the improvement 
in 1940. [Perhaps the doctors had so much to think 
about that they had no time to diagnose very mild cases 
of thyrotoxicosis. These patients may have got worse 
and helped to swell the numbers in 1941.] The dramatic 
rise in 1941 is with justice ascribed to the reaction to 
constant fear of a nation under the heel of the Germans. 
A similar rise has been reported by Meulengracht in 
Denmark and by Schweitzer in Holland, but there was 
no such rise in Sweden. An adjustment to this anxiety 
might itself account for the fall in frequency that occurred 
in the years 1942-4, but probably a more potent factor 
was the increasing starvation. Raymond Greene 


466. Thyrotoxicosis by Myasthenia Gravis. Report of a 
Case 

B. CoHEN. South African Medical Journal [S. Afr. med. 
J.] 20, 408-410, July 27, 1946. 9 refs. 


The author reports a case of a woman of 27 who 
gave a year’s history of dysphagia and fatigue when 
chewing and swallowing. There were associated general 
muscular weakness and easy fatigue. For 4 months she 
had had intermittent diplopia; she had lost 20 lb. weight, 
felt nervous, and had palpitations. On examination she 
showed typical myasthenic weakness. Her pulse was 
106, her basal metabolic rate was plus 40%, and her 
blood cholesterol 165 mg.%. The Wassermann reaction 
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was strongly positive. She was treated with prostigmin 
and Lugol’s solution for a year. The thyrotoxicosis 
improved moderately. There was definite improvement 
in muscular power for a few hours after the prostigmin 
injections but on the whole she was not much better. 
Anti-syphilitic treatment made the myasthenia worse. 
She was then given thiouracil, which improved the 
thyrotoxicosis but as this improved so her myasthenia 
got worse. Three months later she was found to 
have an enlarged thyroid, interfering with swallowing, 
and subtotal thyroidectomy was performed. She died 
suddenly 2 days later. At necropsy the thymus was 
very much larger than normal. There was no evidence 
of syphilis. 

The author discusses the association of these 2 
diseases, the apparent antagonism between them, and 
the difficulty of knowing whether to take thymus or 
thyroid out first. [The title of this article would 
more appropriately read ** Thyrotoxicosis complicated 
by Myasthenia Gravis ”’.] N. S. Alcock 


467. Thyroid Gland Disturbances of Nutritive Origin in 
Rabbits. (Ernahrungsbedingte Schilddriisenst6rungen 
beim Kaninchen) 

T. WAGNER-JAUREGG and J. Kocu. Wiener Klinische 
Wochenschrift [Wien. klin. Wschr.] 58, 448-450, Aug. 9, 
1946. 1 fig., 19 refs. 


Nutrition may influence the endocrine glands when a 
specific substance obtainable only from external sources is 
essential for the production of a hormone, such as iodine 
in the case of thyroxine. The authors describe the work 
of Blum, who produced in rabbits thyroids of 10 times 
the normal weight by feeding a high vegetable diet 
(30 g. oats, 300 g. lettuce, 400 g. white cabbage), and give 
a summary of the histological findings and metabolic 
changes. The mode of action of the plant toxins, 
widely distributed among the leaves, flowers, and roots 
of cruciferae, is discussed. The experimental findings of 
Kennedy in rats and Wagner-Jauregg and Schreiber in 
rabbits are confirmed. Forty mg. per kilo body weight 
of allyl thiourea in aqueous solution was injected sub- 
cutaneously daily for 2 weeks and resulted in changes in 
the thyroid gland similar to those found in Graves’s 
disease, whereas shorter injection periods produced 
parenchymatous goitre. Although other allyl compounds 
such as allyl formate used by Eppinger have a similar 
effect, tests done by the authors show that the allyl 
radical is not essential as subcutaneous injections of 
benzyl thiourea in oil produced enlarged thyroid glands 
in rabbits. Present work has shown octadecyl iso- 
thiourea, oleyl mustard oil, and oleyl thiocyanate to be 
ineffective. 

The authors suggest that glucosides present in cruci- 
ferae are split up by myrosin, which is also present, into 
mustard oil, sugar, and sulphuric acid, the mustard oil 
then being converted to allyl thiourea by ammonia. 
Work in progress has produced some evidence for this 
as they find that myrosin is necessary for the production 
of enlarged thyroids by feeding with sinalbin. It is 
possible that these processes play some part in cases of 
S. A. Simpson 
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468. An Unusual Complication of Thiouracil Therapy 
R. C. BarcLtay and A. LEATHAM. British Medical 
Journal [Brit. med. J.] 2, 461, Sept. 28, 1946. 


The case is described of a woman of 43 who was given 
thiouracil treatment for coronary-infarction and angina 
pectoris. The toxic manifestations, which suddenly 
appeared after 3 weeks’ treatment, were pharyngitis, fever, 
a rash, and enlarged submaxillary lymph nodes; the 
leucocyte count was normal. The symptoms and signs 
subsided on discontinuing treatment for a week. Forty- 
eight hours after restarting the treatment the swelling of 
the submaxillary lymph nodes recurred, with fever, 
vomiting, diarrhoea, and abdominal pain; signs of 
peritonitis developed. Laparotomy showed a pancreas 
swollen to twice its normal size; there was no fat necrosis, 
and no other abnormal finding. The patient made an 
uninterrupted recovery. H. K. Goadby 


469. Thiouracil. Clinical Evaluation Following Two 
and One-half Years’ Experience 

D. L. Sexton. Southern Medical Journal [Sth. med. J. 
39, 891-897, Nov., 1946. 4 figs., 23 refs. 


470. Treatment of Hyperthyroidism with Radio-active 
Iodine. (Le traitement de lhyperthyroide par l’iode 
radio-actif) 

P. L. Marit. Presse Médicale [Presse méd.) . 54, 
681-682, Oct. 19, 1946. 


471. Simmonds’s Disease with Polyuria and Spou.:aneous 
Hypoglycaemia. (Cachexie de Simmonds avec polyurie 
insipide et crises d’hypoglycémie spontanée (premiére 
communication)) 

J. Cétice, P. Puecu, A. Grossiorp, and J. F. Buvat. 
Bulletins et Mémoires de-la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 62, 309-315, 1946. 


A woman was admitted to the Ambroise Paré Hospita? 
with the history and classical picture of Simmonds’s 
cachexia. Associated with it were polyuria of the diabetes 
insipidus type and paroxysmal hypoglycaemic attacks. 
The x-ray investigation and an examination of the 
cerebrospinal fluid supported the final diagnosis of an 
inflammatory process of the infundibulo-hypophyseal 
region and eliminated the diagnosis of a new growth. 

The main points in the patient’s history were as follows: 
She was aged 34 and was in good health until 1941. She 
had married at the age of 26; she had 1 daughter in 
good health. Her father appears to have had Paget's 
disease. In 1941 she developed complete amenorrhoea 
with progressive loss of weight from 70 to 30 kg. and 
anorexia. In March, 1942, sudden polydipsia and poly- 
uria occurred with an excretion up to 7 litres daily. In 
addition, attacks of intensive frontal headaches came on 
once or twice a day, with sudden onset and termination. 
About Jan., 1943, a tendency to sleepiness developed. 
Soon afterwards, there was loss of hair, particularly 
pubic and axillary, with dryness and scalyness of the 
skin and great weakness and loss of libido. At that time 
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the polyuria was 3 to 4 litres a day. In the summer of 
1943 transient loss of consciousness occurred. From 
Sept., 1943, to March, 1944, the condition got worse but 
the polyuria diminished to 2 litres a day. On the day 
of admission, March 22, 1944, severe headaches were 
followed by complete unconsciousness with contrac- 
tures, incontinence, and marked dehydration. Extensor 
plantar reflex was present on both sides; blood pressure 
was 95/75. The attack lasted 3 hours, but recurred 
within the next few days with added and impressive 
nervous signs. During the attacks the diuresis became 
normal. A few days later there was complete recovery. 
It was found that the attacks were hypoglycaemic in 
nature. X-ray examination of the skull showed slight 
flattening of the sella. The hypoglycaemia was detected 
on July 21 during another attack of coma in which the 
blood sugar fell to 30 mg.%. The fasting blood sugar 
was 70 mg.%. She was discharged in Sept., 1944, and 
put on sugar and bromides. She felt fairly well, with the 
exception of the anorexia and complete amenorrhoea. 
Her weight had increased to 42 kg. On Nov. 9, 1944, 
she had a serious recurrence and was readmitted to 
hospital. This time she received treatment with alloxan, 
the results of which are discussed in Abstract No. 472. 
The electroencephalograph had been abnormal since 
1944, but later became practically normal. Anorexia 
nervosa was suspected for a while, and so was a brain 
tumour because of the severe headaches and attacks 
of unconsciousness, but both could be eliminated. It 
was assumed that the lesion was due to an inflammatory 
process in the infundibulo-hypophyseal region, although 
there was no xanthochromia. 

The possibility of an adenomatous reaction of Langer- 
hans’s islets causing the hypoglycaemia is considered. 

V. C. Medvei 


472. Simmonds’s Disease with Spontaneous Hypo- 
glycaemia. Results obtained with Alloxan. (Cachexie 
de Simmonds avec crises d’hypoglycémie spontanée. 
Essai de traitement par l’alloxane et discussion des 
résultats (deuxiéme communication)) 

J. CEtick, A. Grossiorp, and R. GuERIN. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
(Bull. Soc. méd. Hép. Paris] 62, 316-322, 1946. 3 figs. 


Alloxan was given because of the difficulty of obtaining 
an effective anterior pituitary extract. Before treatment 
there was a continually low fasting blood sugar of about 
70 mg.°%% which dropped in an attack to 30 mg.%. 
Various glucose tolerance tests showed a marked 
instability of the glycaemic curve. After adrenaline the 
curve was normal. An insulin test was not attempted. 

A freshly prepared solution of alloxan was used. 
The white powder was dissolved in a solution of citric 
acid, 5-25 g., 4°{ sodium bicarbonate 50 ml., distilled 
water, 250 ml. The solution was sterilized at 120° C. for 
5 minutes and placed in 2 ml. ampoules each containing 
100 mg. of alloxan. This solution has a pH of 5 and 
was injected subcutaneously. The tolerance was good. 
Nine injections of 50 mg. were given in 11 days. All the 
doses were well below the amount used in animal 


to 24 hours. 
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experiments, in which 50-70 mg. per kilo body weight 
were needed to produce diabetes. This patient received 
1 mg. per kilo as her daily dose. Every injection was 
followed by a short immediate reaction of local pain for 
a few minutes, and later on a feeling of general lassitude, 
somnolence, and sensation of warmth which lasted up 
Incidentally, the treatment had a great 
deal of psychological effect which may have accounted 
to a certain extent for the remarkable general 
improvement. 

The body weight, which was 45-7 kg. in Feb., 1945, 
went up to 56 kg. in March, 1946. Diuresis remained 
stationary at 1-2 litres per day and there was no glycosuria. 
The appetite became normal, the weakness disappeared, 
and the patient became active again. Since the beginning 
of the treatment no new hypoglycaemic attack even in a 
mild form was registered. The amenorrhoea and loss of 
libido remained unaltered, and the pubic and axillary 
hair did not grow. The fasting blood sugar remained 
at a low level during the treatment (65-79 mg.%). 
In Oct. and Dec., 1945, it increased to 95 mg.%. 
The various glucose tolerance tests did not show any 
marked difference as compared with the previous ones. 
Blood counts did not show any anomaly except a slight 
leucopenia (leucocytes fell from 6,000 to 3,300 per c.mm. 
and went up to 5,600 per c.mm. again). The body 
temperature which had been previously on the low side 
(35-9° C. morning, 36:°8°C. afternoon) went up to 
36°5° C. morning and 37-3° C. afternoon, and remained 
so after treatment. The whole treatment appears to 
have lasted 2 or 3 weeks. The apparent effect of the 
treatment may have coincided with spontaneous improve- 
ment. 

[An inflammatory process of the infundibulo-hypo- 
physeal region may cause symptoms resembling anterior 
pituitary deficiency. If, however, it is admitted that 
anorexia nervosa and pituitary deficiency are different 
only in degree, whereas Simmonds’s disease is defined as 
the condition produced by progressive destruction of the 
anterior lobe, this case appears to be more of the nature 
of pituitary deficiency.] V. C. Medvei 


473. Early Ocular Manifestations in the Laurence-Moon- 
Biedl Syndrome 

D. J. Lyte. American Journal of Ophthalmology [Amer. 
J. Ophthal.) 29, 939-946, Aug., 1946. 3 figs., 23 refs. 


In the early stages of this syndrome there is diminution 
of central vision with a small central scotoma. The 
fundus at first may be quite normal. Later the macula 
shows white or pigmented stippling. As the retinal 
degeneration proceeds pigment appears in the periphery 
of the fundus, the retinal vessels become more and more 
attenuated, and the disk shows increasing pallor. The 
macular degeneration increases with or without pig- 
mentation. The author includes a very useful table 
giving the differential diagnosis between the Laurence- 
Moon-Biedl syndrome and heredomacular degeneration, 
Leber’s hereditary optic atrophy, cerebromacular 
degeneration, and retinitis pigmentosa. 

Eugene Wolff 
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Dermatology 


474. Colloid Degeneration of the Skin: Report of Eight 
Cases 

T. M. Gicpert and C. B. Cox. Medical Journal of 
Australia [Med. J. Aust.] 2, 21-22, July 6, 1946. 5 refs. 


A high incidence of colloid degeneration of the skin 
was noted in the tropics and 8 cases are reported. The 
itchy rash consisted of pale pink and waxy white, shiny, 
flat or conical papules of the size of a pin to a split-pea. 
It occurred symmetrically on the extensor parts of the 
upper extremities. On the back of the hands the papules 
sometimes formed raised, rough, lichenoid plaques. 
The rash disappeared when the patients left the tropics 
but recurred after their return. 

Warts, hydrocystoma, lichen, and amyloidosis had to 
be considered in differential diagnosis. Warts could be 
distinguished by their brownish irregular surface, hydro- 
cystoma by the content of serous material, and liche- 
noid plaques by their erythematous and pigmented areas. 
The characteristic staining reactions of collagen and of 
amyloidosis were absent. Biopsy showed structureless 
material with a few elongated nuclei, surrounded by a 
zone of normal connective tissue. The epidermis was 
raised and thinned but showed no signs of inflammation. 

The authors assume the disease to be due to light 
sensitivity. Lack of ascorbic acid is suggested as the 
sensitizing factor. Treatment consisted of local applica- 
tion of a lotion until peeling occurred. 

Kate Maunsell 


475. Mechanism of Spontaneous Cure in Puberty of 
Ringworm of the Scalp 

S. RoTHMAN, A. M. SmILyANic, and A. W. WEITKAMP. 
Science [Science] 104, 201-203, Aug. 30, 1946. 3 refs. 


The authors set themselves the task of discovering why 
the hair of adolescents and adults is immune to infection 
by the fungus Microsporon audouini. They found that 
substances which can be extracted with ether from human 
hair inhibit the growth of the fungus on culture media, 
and that the extract (hair fat) of adults was 5 times as 
effective in this respect as that of children. Ten times 
the concentration of hair fat was required to inhibit the 
growth on culture of fungi to which adult hair is known 
not to be immune. In seeking to isolate the fungicidal 
principle of hair fat the method of fractional distillation 
was used. The neutral part of the fat proved to be inert, 
while the fatty acid components were strongly inhibiting; 
acids of high boiling-point and containing more than 12 
carbon atoms were almost inert; steam distillation 
yielded a small percentage of a-very potent extract. The 
most active fractions appeared to be monobasic acids 
containing 7 to 11 carbon atoms. These fractions in- 
hibited the growth of M. audouini in concentrations of 
0-0002-0-:0005°%%. Comparing these extracts with satur- 
ated monobasic fatty acids obtained from other sources 


the authors found that those containing 7, 9, and 4 
carbon atoms only were comparable in activity with the 
most active fractions of hair fat. From 45 kg. of adult 
hair, the result of 10,000 hair-cuts, 250 g. of fatty acid 
were extracted, and of this the fraction containing acids 
of 7-11 carbon atoms amounted to about 1%. Not all 
of these acids could be identified, but it was established 
that one of them was the cosaturated normal aliphatic 
acid. It was further observed that hair fat appeared to 
be unique in that a whole series of aliphatic acids having 
odd numbers of carbon atoms were present in significant 
amounts. 

It is suggested that the spontaneous disappearance of 
M. audouini infection of the scalp after puberty takes 
place as follows: The fat secreted by the sebaceous glands 
diffuses over the surface of the scalp and into the hair 
follicles. In the course of time the infected hair is shed 
and the new hair is duly protected. Corresponding 
with this view is the fact that spontaneous cure is found 
to be a very gradual process, infection persisting often 
quite long after puberty. 

Therapeutically, hair fat, low-boiling fatty acid fractions, 
and pelargonic acid and its sodium salt, applied directly 
or by iontophoresis, proved to be of no curative value. 
This is explained by the fact that these substances cannot 
be made to penetrate keratin. On the other hand they 
"proved effective in preventing the spread of the infection 
from one part of the scalp to another, and it is suggested 
that they might be employed as a method of guarding 
contacts from infection during epidemics. 

It is pointed out that attempts to produce a soil which 
would be inimical to the growth of M. audouini by the 
administration of sex hormones have proved unsuccess- 
ful. The suggestion is made that an effective dose would 
be too large for practical use in children. 

G. B. Dowling 


476. Treatment of Lupus Vulgaris with Calciferol 
G. B. Dow.tnc and E. W. P. THomas. Clinical Journal 
[Clin. J.] 75, 180-184, Sept.—Oct., 1946. 6 refs. 


During the late war dermatologists in France and in 
England discerned independently the value of calciferol 
in the treatment of lupus vulgaris. This paper is an 
up-to-date review of the present knowledge of this 
treatment by the British clinicians responsible for its 
introduction. Calciferol, vitamin D,, is a potentially 
toxic product obtained by irradiation of ergosterol. It 
is more toxic than the naturally occurring vitamin D3. 
It causes anorexia, vomiting, diarrhoea, and polyuria, 
and excessive doses mobilize calcium and phosphorus 
and cause metastatic calcification in soft tissues, renal 
tubules, arterioles, and the media of large blood vessels. 
The changes are reversible on stopping the drug. The 
serum calcium and phosphorus may or may not be raised, 
their level bearing no relation to the dosage or the presence 
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of toxic symptoms. Usually doses up to 200,000- 
400,000 international units can be. tolerated. It is 
unwise simultaneously to give calcium, and caution is 
necessary in patients with cardiovascular disease or 
nephritis. 

Thirty-eight cases are reviewed, in which the maximum 


daily dose was 150,000 units. Local treatment (painting . 


with liquid acid nitrate of mercury) was sometimes given 
in addition. There was very little intolerance, and all 
patients improved. In the great majority of cases the 
lupus regressed remarkably, sometimes to the point of 
disappearance. 

In France the method begun by Charpy in 1941 has 
been followed. He gives 15 mg. (600,000 units) of 
calciferol 3 times during the first week, twice weekly 
during the next 3 weeks, and once weekly for the follow- 
ing 4 months. Only one serious accident has been 
recorded. After 3 months treatment a woman patient 
developed swelling and pain in her fingers, with deposition 
of calcium in the articular ligaments and a serum calcium 
level of 16 mg. per 100 ml. American writers maintain 
that the serum calcium should be estimated regularly 
during calciferol treatment; if it rises to 12 mg. per 100 ml. 
treatment should be stopped temporarily. 

S. S. B. Gilder 


477. Acute Lupus Erythematosus Disseminatus Treated 
with Penicillin. Report of a Case 

E. A. Strakoscu. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago] 54, 197-199 
Aug., 1946. 3 refs. 


A white man, aged 46, who was thought to have acute 
lupus erythematosus disseminatus was treated in hospital 
by 4-hourly injections of sodium penicillin. Each injec- 
tion, given intramuscularly, contained 20,000 Oxford units, 
anda total dosage of 2,000,000 units was given in 164 days. 
After 5 days of treatment the itching stopped and the 
lesions began to fade. Improvement continued and he 
left the hospital feeling well and with most of the lesions 
gone. A month later he showed only some depigmenta- 
tion and hyperpigmentation where the lesions had been. 
The blood sedimentation rate and other laboratory 
tests were normal. About 8 months before the above 
picture was seen he had developed a psoriasiform erup- 
tion on his hands, arms, and neck. This gradually 
spread, and 7 months later he was thought to be a case 
of erythema multiforme of the iris type. Subacute lupus 
erythematosus disseminatus was next thought of. 
Tonsillectomy was followed by a definite improvement. 
Sulphadiazine, given in doses of 3 g. daily by mouth, 
was followed by a severe generalized reaction, and was 
therefore replaced by iodine by mouth, but this caused 
severe itching and vomiting. Liver extract was then 
given intramuscularly, and the vitamin-B complex by 
mouth. Later he suffered from exposure to wind and 
cold in a snowstorm, and developed a temperature of 
104° F. (40° C.) and fresh lesions appeared until he 
presented the picture for which he was given penicillin. 

The author considers that the happy result of the 
penicillin therapy supports the streptococcal theory of 


~ the origin of the disease though he realizes that con- 
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clusions are not justified by one case and that further 
observations will be needed. 


Geoffrey Duckworth 


478. On the Irritating Action of Light in Darier’s 
Disease, being a Histological Investigation into the 
Eruption caused Experimentally on Healthy Skin by 
Ultra-Violet Rays. (De l’action provocatrice de la 
lumiére dans la maladie de Darier; étude histologique 
des efflorescences provoquées expérimentalement en 
peau saine par les rayons ultra-violets) 

M. PREISSMANN. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 6, 188-203, April, 1946. 
8 figs., 24 refs. 


Although Darier’s disease is generally regarded as here- 
ditary, cases have been published in which aggravation 
has been due to the sun’s rays. Three such cases are re- 
ported here. The first was in a man, aged 45, whose 
lesions were always worse in summer. They were situ- 
ated only on exposed areas which were sun-tanned. The 
second was in a girl, aged 16. Every summer there was 
an exacerbation; the lesions were confined to the exposed 
parts of the limbs, the forehead; and the front of the root 
of the neck. The third was in a workman, aged 30, with 
lesions on the chest, especially the upper part, between 
the scapulae, and on the upper part of the abdomen. In 
none was there any family history of the disease. In 
each case an area of normal skin was irradiated daily with 
a quartz lamp; erythema without vesicles was produced. 
In 2 cases on the fifth day and in the third case on the 
seventh day grey papules appeared. Histologically there 
was dyskeratosis of the prickle-cell layer, downward pro- 
jections of digitations of the basal layer, and marked 
diminution of melanin in that layer, but formation of 
corps ronds. There was a small gap between the dyskera- 
totic cells and the basal cells. 

Darier’s disease is primarily a dominant genoder- 
matosis, but it requires other factors such as seborrhoea 
or sunlight to provoke its appearance; otherwise it lies 
dormant. The granules and corps ronds are formed in 
the prickle-cell layer just above the basal cells. The 
primary lesion is the formation of spaces immediately 
above the basal cells. 

E. Lipman Cohen 


479. Scleredema. A Systemic Disease | 

B. L. VALLEE. New England Journal of Medicine [New 
Engl. J. Med.) 235, 207-213, Aug. 15, 1946. 2 figs., 
76 refs. — 


Scleredema was first noted in the U.S.A. in 1932. A 
detailed description is here given of 4 cases observed in 
the Mount Sinai Hospital, New York, between 1940 and 
1946. In the first case, a male German, aged 35, the 
scleredema followed an attack of tonsillitis occurring 11 
weeks before; in the second, a girl of 16, the onset 
followed an attack of pneumonia complicated by 
empyema 1 month earlier. The third patient, a woman 
of 37, had suffered a total dental extraction a month 
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previously; only in the fourth, a woman of 33, did the 
oedema occur apparently as a primary event. Despite 
elaborate biochemical and serological investigations, 
which are recorded in detail, no data were discovered 
pointing to any common underlying cause, nor did 
treatment have any striking effect on the course of the 
disease, which in all cases underwent an apparent 
spontaneous regression, The characteristic waxy mask- 
like appearance of the face and the wide involvement of 
the skin of the trunk and limbs were noted, while the 
immunity from attack of the hands was considered of 
diagnostic importance. In cases 3 and 4 hydrothorax 
and hydroarthrosis were present, the author holding 
{though he gives no evidence for this assertion] that these 
phenomena are part of the syndrome of scleredema. 
The incidence of scleredema is said to show a female 
preponderance of 2 to 1, while most recorded cases have 
been in children or young adults, the oldest patient in 
the literature being a man of 68. 

The most notable pathological finding is a thickening 
of the collagen bundles in the deeper cutis; these may be 
several times their usual diameter and form a firm fibrous 
band. Separating the collagen bundles, and in the 
interstitial areas throughout the cutis, there are clear 
spaces. The aetiology is unknown, but the author 
suggests that the frequency of a precedent streptococcal 
infection is probably significant. Though glandular 
dyscrasias have been blamed and in some cases x-ray 
evidence of pituitary tumour is found, there is at 
present insufficient material on which to base an opinion 
as to the cause of scleredema. The differential diagnosis 
is held to be important because of the confusion which is 
not uncommon between scleredema and the more 
serious scleroderma, the sparing of the hands in scleredema 
being significant. Myxoedema must also be considered. 
The treatment is said to be unsatisfactory [** non-existent” 
seems the right word]. 

The extensive bibliography covers all cases recorded 
in world literature between 1900 and 1944. 

Jos. B. Ellison 


480. A Case of Acute Malignant Reticulosis. 
de réticulose aigué maligne) 

P. Jouuta, P. Le CouLant, and —. L’Epfe. Annales de 
Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 6, 177-187, April, 1946. 7 figs., 15 refs. 


(Un cas 


A single woman, aged 55, had chilblains on the hands 
and feet in the winter of 1940-1. They recurred each 
winter but cleared in the spring. In the winter of 1941-2 
the lesions ulcerated and in the spring of 1943 they failed 
to clear and a violet-coloured swelling appeared on the 
tip of her nose. The next winter all the lesions were 
much worse but those on the feet improved rapidly with 
rest in bed. When seen in Jan., 1944, she had cerebral 
arteriosclerosis. B.P.220/150. On the root of the neck, 
the front of the chest, and the breasts were lesions of 
vitiligo. The fingers were spindle-shaped and had large, 
infiltrated, necrotic ulcers on their dorsal aspects. The 
ulcers had destroyed the tendons and had opened some 
of the interphalangeal joints. The fingers and hands 


were very oedematous. The circulation in the limbs was 
normal. The Wassermann reaction was negative. The 
differential white-cell count was polymorphonuclears 
50%, lymphocytes 16%, eosinophils 2%, basophils 2% 
monocytes 30%, total leucocytes 4,200 per ml. There 
was mild pyrexia. Curettage improved the lesions and 
the general condition. The temperature became normal 
but the patient was sleepy and her face swelled. In May, 
1944, subcutaneous nodules fixed to the deep structures 
appeared on the fingers, hands, forearms, and pinnae, 
They became red and hot, and, later, gangrenous and 
ulcerated. There was improvement following irradia- 
tion, 1,000 r in 10 doses. In August, tumours the size of 
a fist appeared on the upper limbs and trunk and the 
patient died at the end of the month. 

Biopsy of an ulcer and the surrounding skin showed: 
(1) Epidermis: parakeratosis, acanthosis, and papillo- 
matosis. (2) Corium and base of ulcer: infiltration of 
large eosinophil cells with abundant cytoplasm and much 
chromatin; deeper the infiltrate was in foci around the 
vessels and glands and consisted of lymphocytes, mono- 
cytes, plasma cells; the vessels were dilated and their 
endothelium was swollen; still deeper there was fibrosis, 
Biopsy from a nodule showed: (1) Epidermis: horny 
layer very thin, granular layer only one cell deep, irregu- 
lar acanthosis; superficially the cells were flattened; 
deeper, there was palisade formation and some infiltrating 
cells. (2) Corium: superficially a mononuclear infiltrate 
especially around the vessels and glands; the cellular 
reticulum was increased, the connective tissues Oedema- 
tous; deeper there was increase of collagen and of in- 
filtrate consisting of polymorphonuclears, lympho- 
cytes, plasma cells, and a few epithelioid cells; still 
deeper the infiltrate was entirely perivascular; the in- 
filtrating cells had much cytoplasm and large moniliform 
nuclei. 

Post-mortem examination revealed the capsule of the 
spleen to be thickened and its small vessels to be thickened 
and sclerosed. The splenic pulp consisted of cells re- 
sembling all those of the infiltrate in the dermis; it con- 
tained large eosinophil cells with large multilobular nu- 
clei which were associated with other cells of the reticu- 
lum. The liver showed fatty degeneration and dilatation 
of the central veins of the lobules. In the portal spaces 
were increase of connective tissue and an infiltrate similar 
to that in the spleen. The lymph nodes had a similar 
infiltrate. A like condition has been described by 
Sézary. 

E. Lipman Cohen 


48i. An Unusual Case of Mycosis Fungoides. (Een 
bijzonder geval van Mycosis fungoides) 

A. LomMEN. WNederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 90, 1073-1076, Aug. 31, 1946. 
3 refs. 


Although the course of mycosis fungoides is a very 
variable one, few cases of apparent cure are on record. 
The author describes a case, first seen by him in 1915, 
in which cure, as shown by freedom from signs and 
symptoms for 224 years, has resulted from suitable 
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radiotherapy. The author recognizes 4 stages in the 
development of the disease, although the course is often 
capricious: (1) generalized pruritis which may last for 
many years; (2) a premycotic eruption with no specific 
characters; (3) a generalized exfoliative dermatitis of 
rapid development; (4) tumour formation with a 


tendency to ulceration. The essential lesion is a granu-. 


Joma, and mucous membranes and internal organs may 
be affected. : 

In the case described (a woman aged 29 in 1915) the 
rash had been present for 2 years when the author 
first saw her. She had red, scaly plaques over the whole 
body, some patches weeping and some lichenified, with 
intense itching. Most plaques had an irregular outline 
and, in addition, papules with umbilication were 
present. Cervical, axillary, and inguinal lymph nodes 
were swollen. There was mild anaemia and a white-cell 
count of 5,800 per c.mm. with lymphocytosis. Biopsy 
of a skin lesion showed a subepithelial infiltrate, consist- 
ing of connective tissue cells, lymphocytes, occasional 
eosinophils, and occasional mast cells. The infiltrate 
had broken through the epithelium here and there, and 
the histologist considered a diagnosis of mycosis fungoides 
probable. A 6-weeks course of liquor arsenicalis 
improved her considerably and she was then given 
radiotherapy intermittently. In 1916 she was admitted 
to hospital in a cachectic state with ulcerated swellings 
in addition to her rash. Perseverance with irradiation 
over several years nevertheless produced gradual 
improvement until by 1924 her lesions had all disappeared. 
In 1946 there was still no sign of relapse. 

S. S. B. Gilder 


482. Lymphangioma Circumscriptum. Successful Re- 
sults of Treatment with Solid Carbon Dioxide 

J. Q. Gant. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 54, 202-204, Aug., 1946. 
2 figs., 3 refs. 


A white woman, aged 26, had had a patch of lymph- 
angioma circumscriptum on her back since infancy. It 
was marked by the spontaneous appearance of vesicles 
or small bullae with thick walls. They usually contained 
clear fluid (lymph), but might be blood-stained after 
trauma. The lesions were treated with solid carbon 
dioxide applied with moderately firm pressure for 40 or 60 
seconds. The pencils of “* snow ”’ were purposely shaped 
irregularly so that any scarring should have a natural 
appearance. Treatment had to be spread over 4 months 
because it was not possible to say where fresh lesions 
would appear. Only faint whitish scars were produced, 
and not more than 2 treatments were needed for a lesion. 
The result was good. 

[The use of solid carbon dioxide for this purpose is 
essentially a destructive measure, and its success depends 
on estimating what pressure and length of time will 
be needed to provoke a suitable reaction. The same 
end can be achieved by using a short, fine-pointed 
electrocautery burner, when the necessary destruction 
can be accurately pin-pointed. This method seems to 
leave less to chance.] 
Geoffrey Duckworth 
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483. Treatment of Basal Cell Epithelioma by Injection 
of Tissue Extracts. A Preliminary Report — 

J. C. AMERSBACH, E. M. WALTER, and G. S. SPERTI. 
Archives of Dermatology and Syphilology [Arch. Derm. 
Syph., Chicago] 54, 119-132, Aug., 1946. 5 figs., 48 refs. 


From a survey of the literature the authors conclude 
that extracts of liver and spleen had shown good thera- 
peutic effects on tumours of animals and seemed to have a 
beneficial effect on the metabolism of cancerous tissue. 
They therefore decided to test extracts of liver and 
spleen on human cancers, and chose basal cell epithelio- 
mata, as localized and easily accessible tumours of low 
malignancy, to make sure that any beneficial effect of the 
extracts should be readily observed. 

The extracts were made from human livers and spleens 
obtained at necropsy from cases of sudden death due to 
accident or heart disease. The tissues were ground up, 
suspended in distilled water (1 ml. to 1 g. tissue), and 
frozen and thawed on each of 3 days. The proteins 
were precipitated by 95°% alcohol. After filtration the 
extract was concentrated to the original volume and then 
extracted with ether. The ether fraction was discarded. 
The aqueous fraction was evaporated almost to dryness 
and then suspended in distilled water so that 1 ml. 
contained the equivalent of 9 g. of fresh tissue (1 g. in 
early samples). The pH was adjusted to 6-5-7-0 with 
potassium hydroxide. The extract was then boiled for 
30 minutes, filtered and bottled, and, finally, boiled for 
30 minutes on each of 3 successive days. Toxicity tests 
were made in guinea-pigs. Also injections were made 
into normal human skin and produced only the reaction 
characteristic of intradermal injection of non-isotonic 
solutions. 

The basal cell carcinomata chosen for treatment ranged 
in size from that of a pea to 3 or 4 cm. in the greatest 
dimension. Intradermal injections were made weekly. 
The usual dose was 1-0 ml. (0-5 or 0-25 ml. for some small . 
lesions and 1-5 or 2:0 ml. for some large ones) injected 
so as to infiltrate the lesion and the surrounding tissue to 
a distance of about } in. (0-63 cm.) so that it became 
hard and blanched. If the injections proved painful 
they were preceded by a small injection of procaine 
hydrochloride free from adrenaline. 

Twenty-one patients were treated, 7 with liver extract 
and 14 with spleen extract. One lesion, treated with 
spleen extract, failed to respond; 6 were still under 
treatment but had shown definite regression; and 14 
patients had continued treatment until the tumour had 
completely regressed as observed clinically and con- 
firmed by biopsy. Some lesions regressed after 3 injec- 
tions but others required 20; usually definite shrinkage 
was observed after 3 or 4 injections. The spleen extracts 
seemed to produce a somewhat faster reaction than the 
liver extracts. No recurrences were observed during 
1-2 years after treatment. As a control, a dextrose 
solution, effective in sclerosing varicose veins, was 
injected into 4 tumours without benefit. [The discussion 
of animal experiments is uncritical, and reveals no 
appreciation of the pitfalls in the use of transplantable 
tumours for therapeutic experiments.] 

L. Foulds 
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484. Neurosyphilis with a Three Year Observation of the 
Comparative Therapeutic Effects of Inoculation Malaria 
and Artificial Fever Therapy 

V. E. Lascara. Archives of Physical Medicine [Arch. 
phys. Med.) 27, 417-429, July, 1946. 11 refs. 


Neurosyphilis, which accounts for about 45% of all 
deaths due to syphilis, may be divided into 4 groups: 
(a) meningeal, (6) vascular, (c) mixed meningovascular, 
and (d) parenchymatous. It is computed that 7% of 
syphilitic persons develop paresis and that 7 to 10% of all 
admissions to mental asylums are for syphilis. The 
majority occur in the fourth or fifth decades. Formerly 
the span of life for the diagnosed case was only 2-24 
years, but this has been vastly extended since the intro- 
duction of malaria therapy in 1918, of tryparsamide in 
1923, and of electropyrexia during the last decade. By 
these means complete remissions, which formerly occurred 
in only 3 to 5% of paretics, may now be expected in 
30 to 40%, while improvement is manifest in 60 to 70%. 
Five per cent. of untreated syphilitic patients develop 
tabes dorsalis; the longer the incubation period, the 
milder the disease. Tabetic optic atrophy is progressive, 
but approximately one-half of early cases of the other 
types react favourably to fever and chemotherapy. 

Response to treatment is good in acute syphilitic 
meningitis, syphilitic progressive muscular atrophy, 
syphilitic amyotrophic lateral sclerosis, and syphilitic 
subacute combined degeneration, though it is unsatis- 
factory in syphilitic pachymeningitis of the cervical 
cord resembling syringomyelia. Asymptomatic neuro- 
syphilis is the condition in which therapy is of the greatest 
use, and herein lies the prophylaxis of all neurosyphilis. 
No less than 30% of syphilitic patients have abnormalities 
in the cerebrospinal fluid, but spontaneous return to 
normal is rare. Congenital neurosyphilis is much more 
resistant than the acquired form. 

Early diagnosis is essential. Cerebrospinal fluid 
examinations should be made in early syphilis 1 year after 
treatment, after 6 months of serological fastness in a 
treated case, and in cases of sero-relapse, in every case of 
late syphilis, and frequently in those cases of neurosyphilis 
already discovered. By these means and by the adoption 
of fever treatment for serological fastness, the expected 
rate of development of neurosyphilis might be reduced 
from 25 to 5% or less. There is evidence of a neuro- 
trophic strain of spirochaete, and married partners of 
tabetic patients are known to be twice as prone to 
develop neurosyphilis as other groups of syphilitic cases. 

One out of every 3 syphilitic persons dies as a direct or 
indirect result of the disease. Between the ages of 30 
and 60 the life expectancy of white syphilitic persons is 
reduced by 17% and of black by 30%. The use of 
tryparsamide has greatly improved the prognosis for 
paretics, a minimum course being 12 weekly injections 


174 


of 3 g. each, though as many as 100 may be given cop. 
secutively. Clinical improvement may be expected jn 
3 to 4 months, but a serological cure may take years, 

Fever therapy is indicated in paresis, tabo-paresis, and 
primary optic atrophy, though with other forms of 
neurosyphilis a year of treatment with tervalent arsenicals 
and bismuth followed by tryparsamide may be tried first. 
Electropyrexia is safer than malaria, though advanced 
age, marked malnutrition, active pulmonary tuberculosis, 
and aortic aneurysm are contra-indications to fever treat- 
ment. Tertian malaria is the malaria of choice as it is 
more easily controllable, but quartan is necessary for 
negroes as they are immune to tertian. Direct arm-to- 
arm transfer of 10 ml. of whole blood is the best method, 
The incubation period of the tertian variety is 1 to 14 
(average 6) days; that of quartan 10 to 60 (average 21) 
days. Ten to twelve paroxysms of fever are given 
before terminating with quinine, after which, treatment 
with tryparsamide, bismuth, mapharsen, and iodides is 
continued without interruption for 3 to 5 years witha blood 
and spinal fluid examination every 6 months. The 
artificial fever therapy consists of a 5-hour fever treat- 
ment with maximum temperature of 104°-105°F, 
(40°-40-6° C.) maintained for 24 to 3 hours, given once each 
week for 12 weeks. A litre of intravenous saline is 
administered before and again during the fever session, 
which is discontinued if there is evidence of coma, fall 
in bleod pressure, collapse, muscle cramps, or cerebral 
or pulmonary oedema. Bismuth is usually given before 
treatment, and in those cases where chemotherapy is 
combined, 0-06 g. of mapharsen is given at the height of 
the fever. Subsequent sustained chemotherapy is 
essential if good results are to be obtained. 

Cases of paresis treated by these methods numbered 
190, the average age of the patients being 40-1 years. 
Only 40 cases were severe and all cases have been 
followed for a minimum of 3 years. 

Artificial fever combined with chemotherapy is con- 
sidered to be the treatment of choice, since it produced 
64% of remissions against 33°{ with malaria treatment, 
and only 3% of patients died after it (22% after malaria). 

R. R. Willcox 


485. Penicillin Treatment of Acute Syphilitic Nephrosis 
and Iritis. Report of a Case 

H. A. Tucker. American Journal of the Medical 
Sciences [Amer. J. Med. Sci.] 211, 718-722, June, 1946. 
2 figs., 7 refs. 


Some degree of albuminuria has been found in 7:1% of 
1,040 syphilitic patients studied. Those with primary 
syphilis showed no such complication, but in secondary 
syphilis there was an incidence of 8-2%. Iritis has been 
found in 4% of cases of secondary syphilis. The diag- 
nosis of nephrosis depends on the presence of albumin- 
uria, transient oedema, changes in the serum protein, and 
either absent or non-persistent hypertension or nitrogen 
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retention. Urinary casts are rare and kidney function 
tests characteristically normal. 

This report concerns a 29-year-old negress who, when 
first seen, complained of pain in the right eye of two weeks’ 
duration; a serum test for syphilis was positive. A his- 
tory was obtained of a negative blood test the year before, 


a genital pimple 4 months previously, and a severe sore © 


throat only 4 weeks before examination. A slight gen- 
eralized adenitis and a macular rash on the soles of the 
feet were also discovered. The left eye was normal but 
the right showed oedematous eyelids, photophobia, ex- 
treme conjunctival injection, and a diffuse opacity in the 
anterior chamber. The cornea, however, was normal. 
There was also some pre-tibial oedema and the urine 
showed a 4+ albumin content and a few red blood cells 
were found during microscopy. A diagnosis of secon- 
dary syphilis complicated by acute iritis and nephrosis 
was made and the patient was admitted to hospital. 

The pre-tibial oedema subsided without treatment but 
the daily excretion of albumin increased from 5 to 20 g. 
On the fifth day treatment with penicillin was started, 
10,000 units of commercial penicillin being given intra- 
muscularly every 3 hours to a total of 600,000 units in 74 
days. There was no Herxheimer reaction and the eye 
improved within 24 hours and was completely normal by 
the thirteenth day. Although the intake of protein and 
sodium chloride was not curtailed there was an immediate 
and steady decrease in the daily amount of albumin ex- 
creted, and this diminished to a mere trace by the sixth 
day. The cerebrospinal fluid, which beforetreatment had 
shown abnormal findings, was normal on the fourteenth 
day, while the quantitative serological test showed a very 
marked rise from 32 to 256 Eagle units. 

On follow-up it was found that this high titre subsided 
without further treatment to 4 units at 114 days, 8 units at 
142 days, and 0 units at 163 days. Seronegativity was 
maintained in all blood tests until 708 days, when a com- 
plete re-examination was made. The blood and cerebro- 
spinal fluid were still negative, and the urine, though it 
showed a trace on the first examination, had no albumin 
in 2 subsequent specimens. 

The author states that in the past when antisyphilitic 
therapy has been given to nephrotic patients Herxheimer 
reactions have caused increased renal damage, re- 
sulting in increasing oedema, nitrogen retention, and 
even uraemia. Penicillin is therefore welcomed as a drug 
causing only mild reactions and unlikely to add additional 
chemical insult to the already damaged kidneys. The 
dose of penicillin used in this case was that of an experi- 
mental schedule and a much higher one would be used 
at the present time. 

[The same view as to the negligible host reaction pro- 
duced by penicillin in treating syphilitic patients with 
nephrosis is maintained by D. V. Homan and I. H. Mak- 
ovsky (N.Y. St. J. Med., 1946, 46, 520-522), who describe 
a case of a 23-year-old negro with secondary syphilis, 
facial oedema, and albuminuria treated with 2,400,000 
units of penicillin. The urine was free from albumin by 
the fifth day and recovery was uneventful. As Herx- 
heimer reactions as a whole are common in the treatment 
of syphilis with penicillin, the importance of starting treat- 
ment with a low dose might be stressed.] R. R. Willcox 


486. Intolerance and Effects of Arsphenamines in Syphilis 
(Intoleranz und Wirkung der Arsenobenzole bei der 
Syphilis) 
M. TruerFi. Archiv fiir Dermatologie und Syphilis [Arch. 
Derm. Syph., Berlin) 186, 54-57, Aug., 1946. 1 ref. 


- 487. Semantic Confusion and Resolution in the Concepts 


of Cure in Syphilis and of Reinfection with Syphilis 

M. Lemper. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syphj 3, 344-351 
July, 1946. 5 refs. 


This is a somewhat involved and abstruse article and 
hardly lends itself to reproduction in the form of an 
abstract. Briefly, the author tries to show that reinfection 
could hardly have occurred in the pre-arsenical era, did 
occur, though rarely, in the arsenical era, is occurring with 
much greater frequency to-day, and consequently venereal 
disease control in the future will be very different from 
what it has been in the past. Allergy, which plays 
such an important part in syphilis, is defined as “ any 
acquired, specific alteration in the capacity of a host to 
react with an increased or decreased degree of response 
to a new exposure of a disease agent after and because 
of an initial or original exposure to that same disease 
agent, which agent may further be animate or inanimate. 

. . In the case of untreated syphilis, the chancre 
(hypersensitivity), the chancre immunity (anergy), the 
secondary syphiloderms (hypersensitivity), the serologic 
reactions, latency (immunity), the gummas (hyper- 
sensitivity), and the visceral and the neurologic mani- 
festations are all of allergic pattern.” 

Modern antisyphilitic agents are so spirocheticidal 
that if started early they may extirpate the causal agent 
fast enough to stop the allergic process; allergic responses 
probably cannot disappear spontaneously in the absence 
of treatment; the persistence of the allergic state in 
syphilis probably does not require the presence of living 
spirochaetes in the host; in bacteriological cure of syphilis 
all spirochaetes are gone, but the allergic potential may 
remain; in symptomatic cure further lesions may cease 
to develop: living spirochaetes may remain but are 
immobilized by the immuno-allergic state; in absolute 
cure neither spirochaetes nor allergic potential are present. 

Reinfection must not be confused with superinfection; ” 
the former should mean the reproduction in exact replica 
of the whole course of a disease process by a new inocula- 
tion from an exogenous source; the latter, the production 
of more of a disease state by the inoculation of the same 
organisms that already have a disease process in progress. 
For the condition wherein re-inoculation does not 
simply repeat a disease nor evoke more disease on disease 
the term reactivation (or reinvocation) is proposed. 

Biological cure is essential before true reinfection can 
occur: with the newer treatment methods this is likely 
to be much commoner in future, and syphilis may be 
converted into a disease which may behave epidemio- 
logically like gonorrhoea; the least likely thing to happen 
from rapid cure of syphilis is disappearance of the disease, 
and this will have a new meaning for venereal disease 
control and the dynamics of immunology. 

T. E. Osmond 
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488. Rare Complication of Bismuth Treatment: Syn- 
cope, Cyanosis, and Convulsive Facial Expressions follow- 
ing an Intramuscular Injection of Bismuth in Oil. (Un 
accident rare de la médication bismuthique: syncope, 
cyanose et mouvements convulsifs de la face apparus 
a la suite d’une injection intramusculaire de sel bis- 
muthique oléo-soluble) 

L. Périn. Annales de Dermatologie et de Syphiligraphie 
[Ann. Derm. Syph., Paris] 6, 204-208, April, 1946. 6refs. 


Serious accidents following injections of bismuth are 
rare. A man, aged 50, had a syphilitic chancre. He 
was given 18 injections of “ bivatol”’ (basic bismuth 
a-carboxethyl-8-methylnonoate) each 0-07 g. at 3- or 4- 
day intervals. At the same time he received injections 
of neoarsphenamine. He had erythema on the ninth day. 
The arsenic was poorly tolerated and was given upafter 10 
injections. Three weeks later a course of 18 more biva- 
tol injections was given, and after 3 weeks’ rest a third 
course was started. There were no ill effects except for 
slight fatigue and loss of weight until the eighth injection 
of the third course, when some blood appeared through 
the needle, which was then moved a little to one side 
without being withdrawn completely. The bismuth was 
injected slowly, the plunger being withdrawn 2 or 3 times 
without any blood being seen. As soon as the needle 
was removed the patient became pale and fainted. He 
soon became cyanosed and convulsive movements 
started in the face. The pulse could not be felt, respira- 
tion was faint, the pupils were dilated, and corneal sensation 
was lost. After 12 minutes consciousness returned. 
After half an hour he was well enough to go home but 
felt tired for the rest of the day. He completed the course 
of injections without mishap. 

Similar cases have been reported previously. The 
attack is probably due to some of the bismuth being in- 
jected directly into a vessel. The following recommenda- 
tions for injecting bismuth are made: (1) the patient 
should be lying or sitting; (2) use a long needle of small 
or medium calibre and inject deeply; (3) insert the needle 
without the syringe attached and, if blood appears, with- 
draw it and reinsert it elsewhere; (4) hold the needle 
firmly and inject slowly, withdrawing the plunger a num- 
ber of times and stopping if a trace of blood appears; (5) 
remove the syringe before withdrawing the needle, pres- 
sing the site firmly with a swab of cotton wool. 

E. Lipman Cohen 


489. Serology in Senegalese in Relation to Syphilis. 
(Sérologie syphilitique des Sénégalais) 

—. JULLIARD. Presse. Médicale [Presse méd.| 54, 524~ 
525, Aug. 10, 1946. 


The following serological tests—Vernes Péréthynol, 
presumptive and standard Kahn, Meinicke, Hecht, and 
Bordet-Wassermann—were performed at Fez in French 
Morocco on batches of 100 patients taken from the 
native garrison troops, the native local population, 
Europeans resident in the area, and young Senegalese from 
the West Coast of Africa. Of young recruits newly arrived 
from Senegal, in all of whom there was no previous 
history of venereal disease, in no less than 17°{ there 


was a strongly positive serology, in 10% it was partially 
positive, in 12% there was only a partially positive Kahn 
test, while 61% gave entirely negative reactions. Similar 
results were obtained with the soldiers who had been 
more than a year with the garrison. Of 100 Europeans 
taken at random only 2 showed partially positive re. 
actions, but 1 of these had a history of a chancre a year 
before. The other 98 were normal, apart from 10 in 
whom the Kahn presumptive test was positive when the 
standard Kahn was normal. Of the native popula- 
tion of North Morocco giving no previous history of 
venereal disease, only 435% had positive and 7-6% 
partially positive serum reactions. Those with a history 
suggestive of previous venereal disease gave 12:5% 
positive and 25% partially positive results. 

The serology of 3,307 patients attending the V.D. 
clinics was compared with those receiving serological 
tests for various reasons in the general hospitals. In 
the V.D. clinics, Europeans showed 12% positive, 27% 
partially positive, and 61% negative reactions; the North 
Africans gave 35% positive, 37% partially positive, and 
28% negative, while the Sengalese showed 33% positive, 
43% partially positive, and 24% negative reactions. 
Thus the number of positives in the Senegalese attending 
the V.D. clinics was essentially the same as for the North 
Africans. In the general hospitals the Europeans showed 
6% positive, 17% partially positive, and 77% negative 
results, the North Africans had 14% positive, 31% 
partially positive, and 55°% negative, but the Senegalese 
showed 27% positive, 39% partially positive, and only 
34% negative. 

The Senegalese possessing a positive serology yet 
giving no history of venereal infection were admitted to 
hospital and subjected to an exhaustive clinical, cere- 
brospinal fluid, and radiological examination to exclude 
the existence of clinical syphilis or yaws. When anti- 
syphilitic treatment was instituted, it was noticed that 
where there was definite evidence of syphilis, the serology 
improved promptly, and in only the exceptional case 
was the blood still positive after a year; but where there 
was no evidence of past or present lues then little im- 
provement was to be expected in the serological findings. 
Superinfection, too, could also occur, for 1 such 
patient, having been treated vigorously for 13 months 
with no serological improvement, developed a primary 
chancre in which T. pallidum was found. Thus there 
appeared to be some difference between those cases 
with positive bloods without signs and those known to 
be due to syphilis. Simple biochemical tests such as 
the albumin-globulin ratio did not reveal such distinction, 
while attempts to transfer the disease by infecting gland 
material from the first group into rabbits were un- 
successful. 

Though many sera from patients suffering from re- 
lapsing fever, trypanosomiasis, and malaria were exa- 
mined, both during and after an attack of fever, the 
author considers that these diseases were not responsible 
for the abnormal positive reactions: neither were the 
intestinal parasites which abound in the Senegalese 
negro. The fact remains, however, that some 17°, of 
Senegalese have markedly positive serological reactions, 
and nothing has been found to justify the belief that 
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syphilis is responsible, though there is also nothing to 
prove that it is not. These anomalies either indicate a 
different protein constitution in the negro or an allergic 
state to a disease the aetiology of which is obscure. On 
practical grounds these cases should not be treated on 
the basis of serology alone, though perhaps it would be 
wise not to use them as blood donors. 


[The frequency of a persistent positive serology re- 


sembling syphilis is well known in the West African and 
js usually attributed either to yaws contracted during 
childhood or to latent syphilis. Willcox (Brit. J. vener. 
Dis., 1946, 22, 63) described the serum reactions in 100 
cases of clinical chancroid occurring in Gold Coast 
negroes in which 3 negative dark ground tests had been 
obtained. These showed a strongly positive serology in 
36%, partially positive in 13%, and negative in 51%. 
Superinfection with syphilis is also described as experi- 
mentally possible in a patient with a persistently positive 
serology due to yaws.] R. R. Willcox 


490. The Clinical Significance of Quantitative Serologic 
Tests for Syphilis 

E.W. THOMAS. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 30, 317-329, July, 
1946. 4 refs. 


This article refers mainly to patients suffering from early 
syphilis and treated by a “rapid” method—i.e., 
(1) mapharsen for 6-10 days; (2) mapharsen plus fever 
for 7-10 days; (3) 600,000 units of penicillin; or 
(4) 1,200,000 units of penicillin. All were observed for 
at least 1 year. Quantitative tests were either of the 
complement-fixation (New York State Laboratory) or 
flocculation (Kahn) variety. In general it was found 
that titres tended to rise steadily during the early stages, 
reaching a peak in the secondary stage, after which they 
tended to fall to a stable level in the latent stage; the 
longer a patient had had syphilis the longer it took for 
the serum test (S.T.S.) to become negative. Four tables 
show the time in months for the 4 treatment methods to 
render primary and secondary syphilis seronegative 
[but this can be done without quantitative serum tests]; 
seropositive primary cases became negative more rapidly 
than secondary ones, and as a rule the higher the titre 
the longer it took to fall to zero. Patients who showed 
persistent low titres after treatment were not considered 
as failures; most reverted to negative eventually, some 
taking as long as 3 years. In latent syphilis of less than 
6 months’ duration the S.T.S. usually became negative 
within a year, but when it was of more than 6 months 
reversal took over a year. The author states that if the 
titre persists at a low level and shows no tendency to rise 
further treatment is not indicated. 

In syphilis of the central nervous system the S.T.S. is 
no useful guide; all reliance should be placed on cerebro- 
spinal fluid findings. The Wassermann reaction of the 
fluid often weakens and slowly returns to negative over 
long periods after treatment has beer stopped; the 
production of reagin in the blood bears no relation to 
that in the cerebrospinal fluid. The author holds the 
view that reagin continues to be formed in the blood 
and cerebrospinal fluid after the elimination of all 
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‘spirochaetes [presumably as the result of an acquired 


habit], and that its persistence does not necessarily mean 
the presence of foci of infection. 

[It‘is hardly correct to say that “ it was not until the 
rapid treatment of early syphilis was introduced that the 
value of titering syphilitic sera was recognized by clinic- 
ians ’’; the Sigma test has been used in Great Britain for 
many years, while Harrison and Osmond (Brit. J. vener. 
Dis., 1943, 19, 108) have for many years pointed out the 
advantages of quantitative titration.] T. E. Osmond 


491. Merthiolate (Sodium Ethyl Mercuri Thiosalicylate) 
as a Preservative in Sera for the Serodiagnosis of Syphilis 
C. R. Remn and H. N. Bossak. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 30, 342-343, July, 1946. 5 refs. 


“ Merthiolate”’ is an excellent bacteriostatic and bacteri- 
cidal agent for the preservation of sera. Of 5,000 sera 
sent to the U.S.A. from South America, Puerto Rico, and 
Haiti containing 1 mg. of merthiolate per ml. less than 
1% showed contamination, while of 10,000 sera similarly 
treated from patients with induced malaria less than 
0-1% was rendered unsuitable by bacterial infection. It 
has been suggested, however, that merthiolate reduces 
the titre in specimens from syphilitic patients. In order 
to investigate this 1 ml. of a moderately positive syphilitic 
serum was added to each of 72 tubes; these were divided 
into 6 sets of 12 tubes each. Three sets were prepared 
aseptically and the other 3 were treated with merthiolate 
at the rate of 1 mg. per ml. Sets of merthiolated and 
non-merthiolated sera were stored at (a) —20°C.; 
(b) 4°-6° C.; and (c) room temperature. One tube 


‘from each set was removed at intervals of 34 days, the 


serum inactivated at 56° C. for half an hour, and then 
submitted in serial dilutions to the Kline diagnostic and 
exclusion tests, the Mazzini, Kahn, and Kolmer comple- 
ment-fixation tests, and to an experimental micro- 
flocculation slide test using cardiolipin antigen. Sera 
stored at —25° C. and 4°-6° C. showed no reduction in 
titre and no difference between those containing merthio- 
late and those containing none. Sera stored at room 
temperature showed a steep drop in titre, but there was 
no difference between the treated and untreated sera. 
The drop in titre was greater in the case of the Kline 
diagnostic, Mazzani, and Kahn tests than in the Kolmer 


- complement-fixation and Kline exclusion tests; with the 


cardiolipin test there was no drop in titre over 6 weeks, 
regardless of the temperature at which the sera had been 
stored. 

It is concluded that the reduction in titre often seen in 
stored sera is due to the temperature and not to merthio- 
late used as a preservative. T. E. Osmond 


492. Treatment of Venereal Warts with Podophyllin. 
(Tratamiento del papiloma venereo con el podofilino) 
R. BERNARDI. Revista de Medicina y Ciencias Afines 
[Rev. Med. Cienc. afin.] 8, 340-341, June, 1946. 


Ten patients suffering from venereal warts have been 
successfully cured by the local application of a 25°, oily 
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suspension. The warts began to shrivel up in 24-48 
hours and disappeared by the third or fourth day. 
G. M. Findlay 


GONORRHOEA 


493. Techniques Accentuating Efficiency and Speed in 
Gonococcus Culture Work 

G. M. CAMERON and R. CastLes. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.} 30, 381-385, July, 1946. 1 fig., 3 refs. 


For culture work plates are inoculated direct at the 
medical centre; the medium used is chocolate. agar, 
difco proteose No. 3 plus 5% filtered. human blood 
serum, and 0-2% sterile dextrose being added just before 
dispensing. The blood serum is filtered through a Zeiss 
filter and added to the medium when the bacto-haemo- 
globin and bacto-proteose No. 3 agar are combined at 
from 50° to 60° C.; the dextrose is added by transferring 
10 ml. of 20% dextrose to 1 litre of the above medium. 
The broth used for fermentation reactions is bactophenol 
red broth base with the respective sugars added. 

To obtain a pure culture from a contaminated plate 
the following procedure is adopted. Drops of sterile 
broth are placed in a Petri plate at wide intervals: oxidase 
reagent is added to a small portion of a plate containing 
the suspected colonies, and when a pink colour begins 
to develop these colonies are transferred to the drops of 
broth which are now stirred; from these, fresh plates are 
streaked so as to get pure isolated colonies. From 
isolated colonies 0-2 ml. of sugar broth base in small 
8x25 mm. vials can be inoculated, a smear being made 
at the same time to exclude contaminants. 

The sugars used are dextrose, maltose, sucrose, and 
laevulose. They are incubated without addition of 
carbon dioxide and set up as follows: four 8 x 25 mm. 
vials are boiled, rinsed in buffered water (pH 7-2), and 
placed in a large flat vial (25 x 60 mm.), which is plugged 
with cotton ,wool and the whole sterilized. The sugars 
are prepared in 13 x 100 mm. tubes in 3 ml. amounts and 
heated to drive off oxygen; with a 1 ml. pipette 0-2 ml. 
of each sugar is transferred to the appropriate small vial. 
One large colony (or several small ones) is inoculated 
into the sugar broth base, a smear being made at the 
same time as a check; if the stained specimen is satis- 
factory, sugar inoculations are made into 0-2 ml. amounts 
of the 4 sugar broths with a thin 1 ml. pipette. These 
are now incubated at 35°-36° C. and dextrose is often 
fermented in 4-6 hours if the inoculum is heavy; such a 
reaction is satisfactory evidence that the organism is 
gonococcus. If there is uncertainty at the end of 
6 hours, incubation should be carried on overnight. 

T. E. Osmond 
494. P.B.O. Oven 
G. E.*ParkHurst and H. A. SAUBERLI. Journal of 
Venereal Disease Information [J. vener. Dis. Inform.] 27, 
181, July, 1946. 1 fig. 


Penicillin in oil-beeswax (P.B.O.) has been used for the 
treatment of gonorrhoea by the American State Depart- 
ment of Public Health since September, 1945, but owing 
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to the difficulty of warming materials before injection 
some clinics have discontinued its use. To overcome 
these obstacles a special oven has been devised. This 
consists of a light metal commercial oven 12 x 12 x 12 ip, 
(30-5 x 30-5 x 30-5 cm.) such as is usually employed 
on a one-burner kerosene stove, with walls made of thin 
steel sheeting separated by a layer of asbestos. Heating 
is obtained by a 100-watt light bulb covered by a tin can 
and inserted, together with a brooder thermostat, at the 
bottom of the oven. The penicillin in oil—-beeswax and 
a packet containing the syringes and needles are placed 
on a shelf in the oven, which has a thermometer attached, 
The thermostat gives a temperature variation of 4° F, 
(2:2° C.), though this variation can be reduced to 2° F, 
(11° C.) if a more expensive thermostat is employed, 
The oven is switched on at the beginning of a clinic 
session and the materials are placed on the shelf for 
15 minutes before use. R. R. Willcox 


495. Penicillin Treatment of Acute Gonorrhoea and its 
Complications, and Early Syphilis (in Africans) as Prac- 
tised in the East Africa Command 
G. C. CocHrane. East African Medical Journal [E. Afr. 
med. 23, 285-286, Sept., 1946. 


The treatment of gonorrhoea with penicillin was 
introduced into the East African Command in February, 
1945. The dose employed was 100,000 units of sodium 
penicillin given in 5 3-hourly injections of 20,000 units 
dissolved in 1 ml. of distilled water. Response was rapid, 
gonococci being absent from the smears within 3 hours 
in 50°%% and within 6 hours in 80° of cases. In spite of 
this the average stay in hospital was 4 days, at the end of 
which time if the urine was still hazy a specimen was 
examined to exclude bilharzial infection, and if the 
urethral discharge persisted a dark-field test was per- 
formed for Trichomonas hominis. Relapses were in- 
frequent, and there were no failures or toxic effects. 
Good results were also reported with the complications 
of epididymitis, prostatitis, and gonococcal ophthalmia. 
Final tests of cure, including a Kahn test, were done after 
3 months, all of which were found to be satisfactory in 
uncomplicated cases, albeit the number of such cases 
actually treated is not stated. 

[Though mention is made of the possibility of a delayed 
or masked syphilitic infection, apparently no further 
blood tests were done after 3 months.] R. R. Willcox 


496. Importance of the Gonococcal Strain in Resistance 
to Sulphonamides. (Sull’importanza del ceppo gono- 
coccico nel fenomeno della sulfonamidoresistenza) 

A. Mipana. Il Dermosifilografo [Dermosifilografo| 
20-21, 169-176, July-Aug., 1946. 4 refs. 


The author states that at least 90% of fresh cases of 
gonorrhoea are now sulphonamide-resistant, and sug- 
gests that naturally resistant strains of gonococci, as 
opposed to strains with an acquired resistance, are partly 
responsible for the present-day infections. In support 
of this view he reports 6 cases of fresh infection which 
were observed in 1943, when the proportion of resistant 
cases was relatively small. These cases were infected 
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from the same source, and the latter also presented a sul- 

honamide-resistant infection. Three of the cases were 
infected in parallel and 3 in series, but in all the infection 
was sulphonamide-resistant. In quoting work by Crosti 
on the passage of strains with an acquired resistance in 
man, the author implies that a naturally resistant strain 
caused the infection in the 6 cases reported, since in 
these cases the characteristic of sulphonamide-resistance 


remained constant on transmission. H. M. Adam 
CHANCROID 
497, Observations on Chancroid Therapy With and With- 


out Sulfathiazole 

v.C. Harp. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 30, 361-367, July, 
1946. 10 refs. 


In this article 350 cases of chancroid are analysed with 
particular reference to the use of sulphonamides in 
treatment—300 receiving sulphathiazole and 50 receiving 
none. 

In the former group the incubation period in 69-3% 
was 15 days or less with an average of 4-9: in 11% the 
average was 26°4. In 92-7% the lesion occurred in the 
sulcus, on the frenum, on the glans, or under a moist 
prepuce; the size of the lesion averaged 7:7 mm. in 
diameter while in 30-7% it was more than 10 mm. in 
diameter; lesions were purulent in 83% and clean in 
17%. Haemophilus ducreyi was demonstrated in direct 
smears in 69-5°%; oral sulphathiazole did not invalidate 
this. Inguinal adenitis occurred in 26% of patients 
usually about the sixth day, the 2 sides being affected 
equally commonly; only 13% required aspiration. 
Treatment consisted of 1 g. of sulphathiazole 4 times daily, 
with an initial dose of 4 g., combined with cleaning in 
warm saline; the patient was kept in bed, and nodes, if 


. fluctuant, were aspirated but not incised. Healing 


occurred an average of 17-7 days from the onset of the 
lesion and of 8-5 days from the start of chemotherapy; 
the larger the ulcer the longer it took to heal. The 
average number of days in hospital was 12-3. 

In the latter group of 50 receiving no sulphathiazole 
but only saline soaks healing took place in an average of 
19:2 days—about 14 days longer than in the sulpha- 
thiazole group. But this is somewhat misleading since 
time of healing is proportional to the size of the ulcer; 
the larger ulcers took considerably longer to heal without 
than with chemotherapy, particularly those of 11 mm. 
diameter or more. Hospital days in this control group 
averaged 14-6. 

It appears that local cleansing is the most effective 
form of treatment, but that sulphathiazole does prevent 
ulcers increasing in size, possibly by controlling secondary 
organisms, and should, therefore, be used as a routine. 

[The above investigation took place in Luzon; results 
are in contrast with those obtained in the British Army 
i various theatres of war where failure of-sulphonamides 
to be rapidly effective was considered to demand a 
review of the diagnosis. Very few cases occurred in 
British troops during the war comparable with the worst 
of those seen in the pre-sulphonamide era, which often 
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entailed months in hospital and occasionally resulted in 
gross loss of tissue and extreme disfigurement.] 
T. E. Osmond 


498. Sensitivity of Hernophilus ducreyi to Antibiotic 
and other Substances in vitro 


_F. Mortara and M. T. Sarro. American Journal of 


Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 30, 352-360, July, 1946. 13 refs. 


Seven strains of Haemophilus ducreyi were grown in 
defibrinated rabbit blood at 35° C. for 24-48 hours, and 
also in serum broth and in blood-agar plates; a moist 
atmosphere was maintained by sealing the plates with 
paraffin. The following substances were tested as likely 
to be useful in selective media or for therapeutic purposes: 
potassium tellurite, gentian violci, sodium sulphathiazole, 
sodium sulphadiazine, tyrothricin, and streptomycin 
hydrochloride. The following organisms were tested for 
purposes of comparison: Staphylococcus aureus, Strepto- 
coccus haemolyticus group A, Klebsiella pneumoniae, 
Escherichia coli, Eberthella typhosa, Haemophilus in- 
fluenzae, and Haemophilus pertussis. The media used were 
Bacto-nutrient broth with 20% horse serum and 0-5% 
sodium chloride and Bacto-nutrient agar with 20% 
citrated horse blood and 0-5% sodium chloride. The 
test substances were added to the media to give the desired 
concentration: each tube containing 2 ml. of serum broth 
was inoculated with 0-1 ml. of a 24-hour culture, and 
blood-agar plates containing 20 ml. of medium were 
seeded with 1 drop of a 24-hour culture in serum broth. 

Results were as follows. Potassium tellurite: H. 
ducreyi was relatively resistant, growth being inhibited by 
a dilution of 1/1,000 and partially by 1/500,000- 
1/1,000,000; of all the organisms E. typhosa was most 
sensitive followed by E. coli, H. ducreyi, K. pneumoniae, 
Str. haemolyticus, H. influenzae, and Staph. aureus. 
When the tubes containing potassium tellurite in various 
dilutions were inoculated with H. ducreyi and E. typhosa 
or E. coli, on subculture on blood-agar plates H. ducreyi 
was recovered in pure culture. Gentian violet: H. 
ducreyi and Staph. aureus were inhibited by all dilutions 
up to 1/2,000,000: next in order of sensitivity were 
H. influenzae, Str. haemolyticus, and E. coli, the two latter 
not being inhibited by 1/50,000. Sulphonamides: H. 
ducreyi was somewhat more sensitive to both than Str. 
haemolyticus, being almost completely inhibited by a 
dilution of 1/1,000 in blood agar but only partially so in 
serum broth. Tyrothricin: total inhibition of H. ducreyi 
occurred in concentrations of 250 yg. per ml., of Str. 
haemolyticus at 5 pg. per ml., and of Staph. aureus at 
500 wg. per ml. No end-point was found for the other 
organisms; H. influenzae and H. pertussis were more 
resistant than H. ducreyi. Streptomycin hydrochloride: 
H. ducreyi was the organism most sensitive to this 
substance and was completely inhibited by 10 units per ml. 

These results suggest that streptomycin hydrochloride 
and tyrothricin are worthy of therapeutic trial in H. 
ducreyi infections, and that potassium tellurite and tyro- 
thricin may be useful for the isolation of the organism. 
Gentian violet should help in the topical treatment 
of chancroidal lesions. T. E. Osmond 
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Disorders of the Locomotor System 


CHRONIC RHEUMATIC DISORDERS 


499. Still’s Disease (Atrophic Arthritis, Atrophic Rheu- 
matoid Arthritis or Infectious Rheumatoid Arthritis) 

W. F. Burpicx. Southern Medical Journal [Sth. med. 
J.] 39, 626-630, Aug., 1946. 5 figs., 14 refs. 


The author recalls Still’s original description (Med.- 
chir. Trans., 1897, 80, 47) of the syndrome of arthritis, 
splenomegaly, adenopathy, and leucocytosis in children, 
and states that his condition is now recognized as “a 
modification of atrophic arthritis’. Continuing to refer 
to “ Still’s disease ” throughout his paper, he describes 
the syndrome of rheumatoid or atrophic arthritis. He 
finds that it is frequently associated with a strong family 
history of rheumatic disease; women are more commonly 
affected than men, and persons exposed to infection, 
fatigue, and emotional strain are more liable to it than 
others. It is probably infectious in origin. Attempts 
have been made directly to incriminate foci of infection, 
the streptococcus, allergy, and vitamin B. The disease 
is temporarily improved by jaundice, pregnancy, and by 
surgical operations under general anaesthesia. 

A description is given of the clinical findings in rheu- 
matoid arthritis. Fever is usual and nodules may be 
found in some 20% of sufferers. Local signs consist of a 
symmetrical polyarthritis and muscle atrophy. Remis- 
sions Or spontaneous recovery may occur, but in 
uncontrolled cases the disease may go on to crippling 
and possibly bony ankylosis of the affected joints. Some 
aspects of the pathology and radiological appearances 
are described. Treatment consists in general care and 
orthopaedic measures to prevent crippling; alleviation 
rather than “ cure ”’ is all that can be generally expected. 
Vitamins, vaccines, and protein shock are sometimes 
given, but are not specific. The author mentions the use 
of gold salts, but considers their administration to be “not 
without danger”. Two case histories are given. 

W. Tegner 


500. Necrobiotic Nodules of Rheumatoid Arthritis Type 
with Lipoid Deposition 

E. FLercHer. Annals of the Rheumatic Diseases {Ann. 
rheum. Dis.) 5, 88-95, March, 1946. 10 figs., 5 refs. 


The histological characters of the nodule of rheumatoid 
arthritis were very clearly described by Collins in 1937 
(J. Path. Bact., 45,97). He showed the essential features 
to be a central zone of necrosis and connective tissue 
fibrinoid degeneration surrounded by a corona of 
fibroblasts in palisade arrangement. In the present 
article a case of rheumatoid arthritis is described in which 
numerous nodules developed 44 years after the onset of 
the disease. A detailed account of the histology of four 
of these nodules, from the forearm, the olecranon bursa, 
and the tissues over a metacarpophalangeal joint, is given, 


with photomicrographs. The appearances differ in some 
respects from those described by Collins, and these 
special features appear to have been encountered but 
rarely. The type of change was essentially the same, in 
the central zone of necrosis, fibroblastic proliferation, 
round-celled infiltration, and arteritis, but the palisade 
fibroblastic zone was not so marked as in Collins’s 
cases, and around most of the necrotic areas was a broad 
band composed of typical foam cells, while giant cells of 
foreign body type were frequent. The foam cells gave a 
positive Schultze test for cholesterol, and in sections 
stained with Sudan revealed fine orange-red droplets. 
Cholesterol was also demonstrated in the greater part of 
the necrotic area. Kenneth Stone 


501. The Nature of Fibresitis. ILI. Multiple Lesions 
and the Neural Hypothesis 

M. Ketty. Annals of the Rheumatic Diseases {Ann. 
rheum. Dis.] 5, 161-167, Sept., 1946. 6 figs., 46 refs. 


This concluding section of a series’ of 3 articles should 
be taken as a whole with the 2 previous sections (Ann. 
rheum. Dis., 1945, 5, 1; 1946, 5, 69). The author 
develops an older theory of “‘ rheumatism in general ” in 
the light of modern neurophysiology. This theory is 
based essentially on the minute details of nerve connexions 
and reflexes, and including, as it does, the acceptance of 
the stimulation of nerve impulses by irritation from mere 
proximity in nuclear collections in ganglia and the cord, 
the differentiation of epicritic and protopathic sensation, 
and the bi-directional conduction of impulses, is, there- 


fore, dependent very largely on theory and analogy [and , 


thus almost impossible of absolute proof]. The fibrositic 
lesion is taken as the basic unit of rheumatic disease, a 
single type lesion of mesoblastic tissues, which becomes 
differentiated into specific rheumatic entities according 
to the degree of differentiation of the mesoblastic tissue 
itself. Thus the pain associated with widely differing 
conditions such as olecranon bursitis and rheumatoid or 
osteo-arthritis can be based upon this essential fibrositic 
lesion. The regularity of the “sites of election” of 
these myalgic lesions is stressed. 

The theory is based on the development of a myalgic 
area in a muscle as a result of a stimulus from a somatic 
viscus or of mechanical origin. The development of the 
myalgic lesion will then itself form a centre of irritation 
and of further reflex effects. This hypothesis neces- 
sarily accepts the stimulation of adjacent nuclear cells, 
which may become more susceptible by reason of hyper- 
sensitivity or irritability due to effects either from higher 
centres: or general disease processes. The psychoso- 
matic bridge widely recognized in rheumatism is thought 
to have a more organic reality by increasing the reactivity 
in the “ pool of neurones ”, which may be responsible 
for the propagation of these disorders [though this tends 
to by-pass modern physiological conceptions of the 
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DISORDERS 


hypothalamic regions}. The author lays on his neuro- 
physiological hypothesis the capacity for including other 
bacteriological, biochemical, and mechanical concepts 
of the pathology of rheumatism, but he considers them 
essentially out-of-balance or pathological as a result of 
jnco-ordination by reason of their neural control. 

The neural reflexes on which the hypothesis is based are 
best summarized in the following reproduction of one of 
the author’s diagrams. 


The stimulus from X passes to X1, and, if adequate, stimulates a 
cell of deep pain sensation, D1, a motor cell, Cl, and, less commonly, 
acell of cutaneous sensation, BI. Antidromic impulses travel from 
Di to D, where the deep pain receptors are situated, and deep pain and 
hyperalgesia result, which are transmitted to a-second deep sensory 
cell, DI 1. Impulses from both D1 and D11 are recorded at S as deep 
pain. Similarly, antidromic impulses from B1 activate pain receptors 
in the skin and give rise to cutaneous hyperalgesia and pain which 
are transmitted to a second sensory cell, BI1. Impulses from B1 and 
Bil are recorded at S as cutaneous pain. A spot, E, in the hyper- 
algesic deep tissues, becomes acutely tender and gives off painful 
impulses on its own account. : 

Eliminating the vi_ceral element, X and X1, the diagram illustrates 
how a myalgic lesion, E, may give rise (i) to diffuse deep tenderness 
Eto DI to D to D11 to S; (ii) to muscular rigidity: E to D1 to Cl 
to C; (iii) to cutaneous hyperalgesia: E to Di to BI, etc. 


Harry Coke 


502. The Incidence of Rheumatism 
B. R. Nispet. Annals of the Rheumatic Diseases [Ann. 
theum. Dis.] 5, 168-170, Sept., 1946. 


A record is given of an attempt to determine the 
amount of rheumatism in a small community in Scotland 
of an estimated population of 40,000 during November, 
1945, and again for about three-quarters of this popula- 
tion during March, 1946. Every general practitioner 
supplied daily information, from which, at the end of the 
month, the complete figures for medical attendances and 
the items of service in respect of rheumatic conditions 
could be stated. Rheumatic conditions accounted 
for 6-98°% of all medical attendances during November, 
1945, and for 5-69°% during March, 1946. A significantly 
greater number of rheumatic conditions is recorded for 
the working age group than for other groups. The 
incidence was only very slightly different iri the 2 months, 
although weather conditions were dissimilar. 

Figures were obtained which indicate the incidence of 
the different types of the rheumatic diseases. A point of 
interest is the high proportion of cases of rheumatoid 
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arthritis found in males, the ratio of males to females — 
being approximately 2:3. Moreover rheumatoid 
arthritis was more frequently encountered than osteo- 
arthritis, in the proportion of 10:7. Non-articular 
rheumatism was almost unrecorded in children. The 
incidence was heavy at the working ages. By far the 


commonest site for muscular rheumatism was the back, 


the only other common sites being the neck and shoulders, 
Kenneth Stone 


- 503. Gonorrhoeal Arthritis in the Newborn. (Arthritis 


gonorrhoica hos nyfédda) 
P. ForsseLt. Nordisk Medicin [Nord. Med.] 31, 1953- 
1954, Aug. 30, 1946. 18 refs. 


DISORDERS OF MUSCLE 


504. Tropical Pyomyositis and its Relation to Deficiency 
of the Vitamin B Complex 

D. Brouwer. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 49, 77, Aug.—Sept., 1946. 


Tropical pyomyositis is defined as an infiltrative 
inflammation of muscles which may lead to abscess for- 
mation. Before the war of 1939-45 French and Japanese 
authors favoured the view that the condition developed 
chiefly as a result of a vitamin-B deficiency. In civilian 
internee and P.O.W. camps in the Far East, despite hard 
and unaccustomed work, pyomyositis was rare. In the 
Tjideng camp at Batavia, where about 11,000 women and 
children were interned, only 1 case occurred, in a 
European girl, aged 12 years. Muscles in the left thigh 
and in both arms were affected, but only in the right 
arm was a definite abscess formed. No signs of 
vitamin-B deficiency were noted in this case. In 
Indonesians treated in hospital in Batavia no 
relation could be found between the incidence of 
pyomyositis and that of vitamin-B deficiency. 

. G. M. Findlay 


505. Werdnig-Hoffmann Disease. 
Werdnig-Hoffmann) 

M. L. SALDUN DE RopriGugz and L. M. Boscu. Archivos 
de Pediatria del Uruguay [Arch. Pediat. Uruguay] 17, 
391-402, July, 1946. 3 figs. 


A case of Hoffmann’s muscular atrophy in a boy of 
11 months is described. The father was healthy; the 
mother suffered from syphilis but was adequately 
treated before her pregnancies. An elder male child 
died of bronchopneumonia while suffering from a similar 
neurological condition. Only the males of the family 
were affected and a sister aged 4 years seemed normal. 
The patient first appeared ill at the age of 3 months, 
when generalized hypotonia, progressing to atonia, was 
observed. There was also widespread atrophy of the 
arms, legs, and trunk with weakness of the limbs, body, 
and neck. Respiration and deglutition were affected. 
Some movement of the distal parts of the limbs was 
retained. No sensory loss was detected: The reflexes 
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were lost and reaction of degeneration appeared. No 
psychical changes were evident. During the first months 
of the illness the atrophy was hidden by excessive 
subcutaneous fat. The child was given glucose, vitamin 
E, baths, ultraviolet rays, thyroid, pituitary, and supra- 
renal extracts, and glycocol. The general condition 
improved but the atrophy was not halted. The condition 
progressed and terminated with bronchitis and broncho- 
pneumonia at the age of 11 months. The authors give 
a differential diagnosis from Oppenheim’s disease, 
Foerster’s syndrome, mongolism, amaurotic idiocy, 
myxoedema, rickets, poliomyelitis, and polyneuritis. 
Clifford Allen 


506. Observations in a Case of Muscular Dystrophy, 
with Reference to Diagnostic Significance 
R. E. M. Bowpen and E. GuTMANN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 56, 1-19, July, 1946. 11 figs., 14 refs. 


It is sometimes difficult to differentiate between primary 
myopathy, or muscular dystrophy, in which the patho- 
logical process is thought to begin within the muscle 
fibres themselves, and secondary myopathy in which the 
basic lesion lies within the spinal cord or peripheral nerve, 
muscular atrophy being dependent on lower motor 
neurone changes. Differentiation might be possible 
from the histological appearances of muscle biopsies. 
Four biopsy specimens were taken froma case of muscular 
dystrophy of late onset. Early changes consisted of 
reaction of the nuclei and granular constituents of the 
sarcoplasm; the final changes in the muscle fibres were 
identical with those observed in the final stages of 
denervation atrophy. The nerve fibres in the nerve 
trunks remained intact, but degeneration of the muscle 
fibres led to loss of contact at the myoneural junction 
with abortive regeneration of terminal nerve fibres. 
Muscle biopsy was carried out on a case of peroneal 
muscular atrophy, showing nerve trunks either empty or 
containing normal fibres or empty Schwann tubes, with 
occasional regenerating nerve fibres. There was little 
atrophic change in the muscle fibres, but some increase 
in the connective tissue and fat. It is suggested that 
biopsy of muscle with study of the pattern of innervation 
may afford a valuable aid to diagnosis. 

(The material is rather scanty on which to base final 
conclusions.] Hugh G. Garland 


DISORDERS OF BONE 


507. Leontiasis Ossea 
W. TENNENT. British Journal of Radiology [Brit. 
J. Radiol.] 19, 388-391, Sept., 1946. 2 figs., 6 refs. 


The author states that the term leontiasis ossea has been 
applied to deformity of the features due to conditions 
such as nodular leprosy or molluscum fibrosum. When 
the bone changes are due to osteitis fibrosa or even to 
Paget’s disease, leontiasis ossea is often spoken of, if 
facial deformities are present as the result. The author 
reserves the term, however, for that creeping periostitis 


DISORDERS OF THE LOCOMOTOR SYSTEM 


suggested by Knaggs as the cause and originating from 
the maxillary antrum or from dental sepsis [2]. The 
case he describes began in youth and progressed for 
30 years, mainly one side of the face being affected, 
Points of interest which the author mentions are the slow 
increase in size of the deformity and the pressure on 
nerves which occasionally occurs, though more commonly 
the condition is painless. When the cranial vault js 
affected the process is halted by the sutures unless the 
patient lives a long time. No sarcomatous change 
follows as in Paget’s disease. In this particular case the 
onset was thought to be due to antral infection after 
tonsillectomy at the age of 14. The gradual onset and 
deformity are described, and it is also pointed out that in 
leontiasis ossea the inner table of the frontal bone js 
intact, showing a similarity to Paget’s disease. The 
slow diffuse sclerosing osteomyelitis of Garré is mentioned 
as being akin in origin to leontiasis ossea, and finally the 
author discusses some points in the differential diagnosis 
from Paget’s disease, osteitis fibrosa, acromegaly, and 
some other conditions. 

[The photographs are of value, but unfortunately 
the radiographs are not quite as good as the case and 
article justify.) Geo. Vilvandré 


508. Bone Atrophy, Decalcification, ‘and the Fate of the 
Eliminated Calcium. (Beenatrophie, decalcificatie en het 
lot van de hierbij vrijkomende kalk) 

H. W. LupperHuizen. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk.} 90, 950-957, Aug. 
10, 1946. 


The author discusses the process of decalcification of 
bone in disease and speculates on the fate of the lost cal- 
cium. He first discusses the essential unity of connective 
tissue, cartilage, and bone. Among the causes of decal- 
cification of bone, apart from parathyroid influence and 
a possible effect of alterations in acid-base equilibrium, he 
considers hyperaemia important. Infection and trauma 
produce a reflex hyperaemia of bone and consequent loss 
of calcium. 

The fate of this calcium is varied. It may be 
eliminated from the body in the urine and may also 
appear in the skin—for example, in sclerodermia—or it 
may be retained as in the chronic rheumatic diseases. 
Osteoclasts may be involved in its removal, or a simple 
osteolysis may occur without their intervention. If the 
calcium is retained it may be deposited afresh in the 
tissues near the bone. Examples are given, such as 
the deposition in cartilage in osteochondromatosis, in 
the cruciate ligament in knee injuries, in bursae such as the 
subacromial bursa, giving rise to pain and stiffness. The 
author considers that the calcium deposited in the liga- 
ments in spondylitis comes from the decalcified vertebrae. 

S. S. B. Gilder 


508a. The Pathogenesis of Charcot’s Joint 

P. J. DELANO. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 56, 189-200, 
Aug., 1946. 11 figs., 46 refs. 
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509. Phenomena of Sensory Suppression 

N. Rewer. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 55, 583-590, June, 
1946. 6 refs. 


Sensory suppression, first noted after brain injuries in 
the war of 1914-18, is defined as “the extinction, 
suppression, or obscuration of the perception of an 
object in an ‘ affected’ field of vision when an object 
is presented simultaneously on the other or ‘ normal’ 
side of the central point of fixation”. It appears after 
injuries primarily of the parieto-occipital cortex and was 
formerly attributed to a defect in the patient’s attentive- 
ness. More recent authors (Bender and Furlow, and 
Goldstein, Arch. Neurol. Psychiat., Chicago, 1945, 53, 
29) explain it as caused by the “ liability of threshold in 
the damaged cortex”. Five cases of this syndrome are 
discussed, 2 in considerable detail. The author prefers 
the name “ suppression phenomenon” to “ extinction 
phenomenon”, and suggests that it is correlated with 
“suppressor strips °°—a suppressor action by normal or 
less damaged tissue over a damaged sensory cortex. A 
lesion in the parietal lobe or, probably more specifically, 
a lesion in parietal association fibres is thought to be part 
of the underlying pathological lesion. In the cases 
reported, two interesting points are noted: the suppres- 
sion phenomenon can appear homolaterally by the action 
of less damaged over more damaged tissue; and in one 
case the suppression phenomenon was found although 
the visual fields for form and colour were normal. The 
latter fact proves that the condition may be missed if no 
specific tests are carried out. The phenomenon for 
this reason is probably much more common than is 
supposed. F. S. Jocelyn 


510. Re-Education in Aphasia: A Review of 70 Cases 
E. BuTFIELD and O. L. ZANGWILL. Journal of Neurology, 
Neurosurgery, and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.) 9, 75-79, April, 1946. 15 refs. 


The authors have undertaken the systematic 
re-education of aphasic patients; they review the 
literature and note the difficulty in assessing the results. 
The condition was acquired in 66 and congenital in 4 
cases ; these latter they’ were unable to influence. The 
aetiology in the acquired group was traumatic in 37, 
vascular in 19, and neoplastic in 10. For the expressive 
defects they began with preliminary training in the use 
of the appropriate muscles, passing on, as facility was 
established, to teaching the patient to imitate simple 
speech movements and repeat such words as the patient 
could imitate or produce. In dyslexia they began by 
making the patient trace the letter outlines and so spell 
out simple words, going on to cursive writing movements 
in relation to more difficult reading material. In 
dysgraphia the authors could only help those patients 
who were still able to form and copy letters. In acalculia 


- they used similar methods to those employed in teaching 


young children; they were unable to help patients 
with any degree of word deafness. In general they 
passed on to graduated exercises and adapted freely 
by trial and error for individual cases. 

Of those cases in which treatment was begun within 6 
months of onset, speech was much improved in over 
one-half; of those over 6 months, in whom little 
spontaneous improvement could be expected, speech 
was much improved in a third. The results in reading, 
writing, and calculation were less satisfactory, although 
in only a quarter was there no improvement at all. 
Training was given in half-hourly sessions, twice a day, 
about 50 sessions being given in most cases, though 
some required considerably more. 

[The tables in this paper are difficult to follow, as there 
is so much overlap between the different groups. The 
results would be easier to assess if some illustrative cases 
had been given. The finding that the cases which did- 
best were the mild traumatic group suggests that 
spontaneous recovery was a definite factor in the 
results.] N. S. Alcock 


511. Arteriographic Visualization of Cerebro-vascular 
Lesions 

S. R. Govons and F.C. Grant. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 55, 
600-618, June, 1946. 12 figs., 21 refs. 


The authors carried out cerebral angiography in an 
unstated number of cases, using the technique described 
by Egas Moniz (Rev neurol., 1927, 2, 72 and Diagnostic 
des tumeurs cérébrales et épreuve de l’encéphalographie 
artérielle, 1931). Under morphine and local procaine 
they injected 10 to 15 ml. of a colloidal suspension 
of thorium dioxide rapidly in the unoccluded internal 
or common carotid artery, preferably the latter. The 
first radiograph was taken when 10 ml. had entered the 
circulation, a second one after 5 seconds in order to show 
the venous return. No undesirable reactions were 
observed though some patients were above 60 years of 
age; all patients were ambulatory the following morning. 
Injection of the common carotid is preferred as the mouth 
of the, internal carotid is not infrequently obstructed and 
injection above this obstruction would give erroneous 
results; the thorium dioxide-blood mixture passes more 
readily into the cerebral circulation than into the branches 
of the external carotid, and, with a little experience, it is 
easy to distinguish the branches of the circulation. The 
results of the injections with detailed histories are reported 
in 11 cases: 4 of intracranial aneurysm, 3 of angiomatous 
malformation of the brain, 3 of occlusion of the carotid 
artery, and 1 of traumatic arteriovenous aneurysm. 

Cerebral angiography can be of great help in obscure 
neurological cases, and may give results where encephalo- 
graphy and examination of cerebrospinal fluid are 
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negative. It is of great importance for the diagnosis of 
suspected cerebrovascular lesions and for the exact 
location of aneurysms and occlusions. Suggestive 
symptoms of vascular diseases are alternating syndromes 
involving the second, third, fifth, and sixth cranial nerves 
with contralateral pyramidal signs, transient seizures of 
varied types, and unilateral sensitivity of the carotid 
sinus. Angiography should be considered in such cases 
and should help to ensure the correct diagnosis. It is 
emphasized that intracranial aneurysms have been found 
in 0-5 to 1-6% of routine post-mortem examinations of the 
head, angiomatous malformations of the brain in 0-5—1% 
of cases “in clinics in which neurological material is 
concentrated’. Occlusion of the carotid artery, formerly 
frequently ignored, has been diagnosed “* with increasing 
frequency ”’ since the introduction of arteriography. 
F. S. Jocelyn 


512. Cerebral Lesion Resulting in Spatial Disorienta- 
tion 

A. Z. PFerrer, E. D. FRIEDMAN, and S. ‘B. Wortis. 
American Journal of Psychiatry [Amer. J. Psychiat.) 103, 
72-75, July, 1946. 2 figs. 


The authors point out that evidence of organic cerebral 
disease may be obscured by the resultant psychological 
state. They cite as an example the following case. 

About 5 weeks after a severe pre- and post-partum 
haemorrhage a patient was seized with severe headaches, 
could not carry on with her ordinary household duties, 
and could not find her way about her own house. She 
became very depressed, thought herself incurably insane, 
and was in fact sent to a mental home. - It was only by 
investigating the field of vision that the exact nature of the 
trouble was found. Her central vision was intact but 
only the right upper quadrants of her visual fields re- 
mained. Since there was no optic atrophy and the opto- 
kinetic nystagmus was normal the authors place the 
(vascular) lesion as most probably in the visual cortex, 
involving the upper and lower lips of the right and the 
upper lip of the left calcarine fissure. The accompanying 
spatial disorientation may be explained by a lesion in the 
left occipital region or further forward in the parietal 
area. The electroencephalogram showed changes in- 
dicative of localized brain damage in the left occipito- 
parietal area. The patient improved when the exact 
nature of her trouble was explained to her. 

Eugene Wolff 


513. A Study of Myelomalacia. (Perisclerosis of the 
Spinal Cord Vessels.) (Beitrag zur Frage der Myelo- 
malacie. (Perisklerose der Riickenmarksgefisse)) 
F. LitHy and H. U. ZOL.LINGER. Schweizerische 
Zeitschrift fiir Pathologie und Bakteriologie (Schweiz. Z. 
Path. Bakt.] 9, 304-318, 1946. 7 figs.,27 refs. 


The rarity of areas of softening in the spinal cord is 
due to its vascular pattern, only the small intramedullary 
vessels being end-arteries, while the surface vessels have 
anastomoses. A case is recorded of a man who had a 
bad cold, and a few days later developed paraesthesia and 
hypoaesthesia of the right leg, which by the next day had 
reached the level of DS. He had some pain in the back. 


NEUROLOGY AND PSYCHIATRY 


Movement was not affected at first but paralysis of the 
right leg ensued. Some days later the condition hag 
spread to the left side, with varying reflex reactions. Jp 
the cerebrospinal fluid the number of the cells and the 
amount of protein were increased. Radiographs gaye 
no evidence of compression. The patient developed 
cystitis, bed sores, and a urethral fistula and died two 
months from the onset. 

At necropsy the brain appeared normal, but the cord 
was narrowed in the thoracic and lumbar regions, 
Sections of the cervical cord showed fatty degeneration 
in the column of Goll, that of Burdach being intact. |p 
the thoracic region there was complete demyelinizatiog 
with fatty degeneration over the whole section. The 
grey matter was least affected, with fewer small glia cells 
and more reactive astrocytes. Some of the ganglion cells 
were fairly well preserved, but in the majority there 
were necrobiotic changes. The anterior roots showed 
secondary degeneration, but the posterior roots and peri- 
pheral nerves were intact. In the lumbar region the 
whole section showed degeneration, only the anterior 
horns surviving. In the capillaries and to a lesser extent 
in the veins and arteries there was a gross homogenous 
thickening of the wall with some narrowing of the lumen. 
This change was not shared by the dural vessels. In 
regions where the malacia was slight the vessel change was 
diffuse, the collagen fibres forming a fine network with 
fat-containing cells. Silver stains revealed varying pro- 
portions of argentophil and collagen fibres. There was 
no cellular increase in the vessel walls. The whole cord 
in the lumbar and thoracic region was involved in a 
necrobiotic process resulting from the perisclerosis of the 
vessels, not inflammatory and so to be distinguished from 
a myelitis. 

A survey of the literature reveals similarities with peri- 
sclerosis of retinal vessels and with varicosis of the medulla. 
The process is in the adventitia and has no relation with 
arteriosclerosis. The condition is sometimes found asa 
secondary change in some degenerative and _ infective 
lesions. Thrombosis in the small vessels is not seen. 
Perisclerosis may be considered in elderly people witha 
severe spinal lesion of short duration. It usually starts 
in the lumbar region ascending to the thoracic cord, with 
changes in the cerebrospinal fluid. The cause of the 
condition is not clear. Gwenvron M. Griffiths 


514. Two Cases of Disseminated Sclerosis in African 
Natives 

B. Gotpstein. East African Medical Journal [E. Aft. 
med. J.] 23, 170-173, June, 1946. 


Disseminated sclerosis has not previously been recorded 
among East African natives, while the incomplete records 
of a few cases from West Africa are not conclusive. It 
was only after 4 years’ search that the 2 cases here recorded 
were found among the large number of patients attending 
the Native Civil Hospital, Nairobi. The 2 patients were 
a male Masai, aged about 20, and a male Kikuyu about 
40 years of age. In both cases the blood Kahn was 
fortunately negative so that meningovascular syphilis 
could be excluded. There was also nothing to suggest 
subacute combined degeneration or spinal tumour. The 
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Masai had had the disease for 2 years and had weakness 
in both legs and arms with frequent blurring of vision, 
occasional diplopia, and giddiness. He was mildly 
euphoric with good intelligence. The Kikuyu had 
complained of symptoms for 3 months; the gait was 
waddling, and there was gross hypertrophy of the calf 
muscles, quadriceps, and glutei as well as of the lumbar 
portion of the erectores trunci. This case belonged to 
the mono-symptomatic spinal group with progressive 
spastic paraplegia. 

{In Nigeria in 1937 23 cases of disseminated sclerosis 
were admitted to hospital out of a total of 57,696 African 
in-patients: no details are given. Report on Medical 
Services for the Year 1937, Lagos, 1939.] 

G. M. Findlay 


515. Interstitial Neuritis and the Pressure Theory of 
Pain: A Critical Review and a Reflex Hypothesis 

M. Ketty. Medical Journal of Australia [Med. J. Aust.} 
2, 325-334, Sept. 7, 1946. 109 refs. 


Numerous observations in the literature are critically 
reviewed and used together with the author’s studies on a 
large number of cases of fibrositis and neuritis to develop 
ateflex hypothesis to account for the sensory and motor 
manifestations, both subjective and objective, of so-called 
interstitial neuritis. No pathological evidence can be 
adduced to support the commonly held theory that the 
pain, tenderness, and motor and sensory signs are due to 
pressure on the axis cylinders by swollen perineurium. 
Moreover, a review of the clinical effects of traumatic 
and compression lesions of nerve trunks shows several 
notable differences from those found in neuritis. The 
pain and tenderness, often overflowing into fields of other 
nerves, the tendency of motor and sensory signs to spread, 
sometimes in a symmetrical pattern on the two sides of 
the body. and the poor recovery in many cases are all 
characteristic features of neuritis, and contrast strongly 
with the picture of a traumatic nerve lesion in continuity. 
The author’s own observations agree with the results of 
recent research on fibrositis, and suggest that the pain 
and tenderness are the result of nervous reflexes initiated 
by a focal lesion and can be abolished by procaine 
injections of the fibrositic lesion, including many cases 
to which a diagnosis of interstitial neuritis can be 
applied on account of the radiating distribution of the 
signs. In none of these latter cases is paralysis caused 
by the injection. As in neuralgia the radiating pain and 
tenderness and hyperaesthesia are considered to be the 
effects of nervous reflexes from a painful focus acting 
upon distant somatic tissues by means of impulses 
travelling antidromically in the sensory nerves. In 46 
cases of sciatica procaine injections of deep muscle lesions 
abolished, in most cases, the pain, tenderness, and 
limitation of straight leg-raising, suggesting that these are 
due to tenderness and irritability of the deep fascia and 
hamstrings rather than of the sciatic nerve. Of 42 cases 
diagnosed as of interstitial neuritis of the upper limb, 
24 were relieved by procaine injections of localized 
fibrositic lesions. 

A study of areas of anaesthesia found in association 
with some sprains and fractures is thought to indicate 


that anaesthesia as well as hyperaesthesia can best be 
explained on a reflex basis. It is contended that the 
functional pattern of the anaesthesia is due to a functional 
organization within the spinal cord by which the reflex 
impulses are spread, and not to psychic effects as has 
been the prevailing view in English neurology since Hurst. 


Certain features of the wasting associated with joint 


diseases, fractures, and even: contusion of muscles and 
the atrophy due to immobilization and disuse are then 
used to develop the thesis that the motor phenomena 
such as wasting, hypotonia, paresis, and diminished or 
absent tendon jerks, and their tendency to spread to 
other nerve trunks are also due to the effects of disordered 
nervous reflexes arising in a fibrositic lesion. 

Finally, in an aetiological analysis of 51 cases of 
interstitial neuritis local abnormality of the tissues was 
found in 28 (trauma or muscle strain 18, herpes zoster 3, 
joint disease 5, lipomata 2). In 14 of these the mani- 
festations could not be explained by damage to a single 
nerve trunk. In 9 cases the neuritis followed disease in 
other parts of the body (3 meningitis, 3 prophylactic 
inoculations, | amputation of another limb, 1 injury to 
opposite shoulder-joint). The remaining 12 “ primary ” 
cases, with no known causation, do not differ in any 
fundamental way from the secondary cases. This 
aetiological study is considered to indicate that neuritis 
is brought about by tissue damage or disease and the 
motor and sensory phenomena are produced by reflex 
spread. A new factor—itself the effect of the lesion— 
then appears to take control and becomes independent of 
and may exist after the original exciting cause has ceased 
to operate. A. M. Stewart-Wallace — 


516. Prognosis in So-called Sciatic Neuritis 

H. S. DUNNING. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago| 55, 573-577, June, 
1946. 3refs. . 


The author considers that * the symptoms and signs 
of herniation of the nucleus pulposus in the fourth or 
fifth lumbar intervertebral disk are indistinguishable 
from the well-defined syndrome that was formerly called 
sciatic neuritis”. He reports a follow up of 55 patients 
of the New York Hospital who were “ reliably diagnosed ” 
as cases of sciatic neuritis. The period of this follow up 
ranged from 1} to 23 years, the average being 5 years and 
1 month. The patients were placed in three groups: 
(1) Patients who had been continuously free from pain 
since subsidence of the first attack which had lasted for 
periods of from 11 days to 3 years (average 7 months); 
the period since recovery had been from 1 year to 7 years 
8 months, the average being 3 years 5 months. This 
group comprised 36% of the patients under survey. 
(2) Patients with persistence, recurrence, or development 
of pain in the lower part of the back since subsidence of 
pain in the leg, none of the patients being disabled (8%). 
(3) Patients with persistence of recurrence of pain in the 
leg with or without pain in the lower part of the back: 
in 14% of little importance and not interfering with 
former activity; in 29% considerable but permitting light 
work; in 13% disabling. The last group included 5 
patients on whom successful operations were performed. 
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No conclusions as to prognosis could be drawn from 
the protein content of the cerebrospinal fluid. Decreased 
sensation and weakness were more frequent in the group 
with satisfactory results than in the group with unsatis- 
factory results. Twice as many men as women were 
involved. A difference in age distribution suggested a 
better prognosis in the older age period. The author 
concludes that removal of the herniated nucleus promptly 
relieves pain and improves the prognosis, but the defect 
may be repaired by “natural processes”, and these 
should be given an opportunity before operation is 


urged. F. S. Jocelyn 
517. Backache in Soldiers 
D. Stuckey. Medical Journal of Australia [Med. J. 


Aust.) 1, 838-842, June 15, 1946. 2 refs. 


The author discusses an unselected series of 40 cases 
of backache occurring over a period of 3 months in a 
unit of 700 men, all of whom had served for 2 years or 
more. Stress is laid on accurate history taking, with 
particular reference to the character of the pain, its mode 
of onset, and aggravating or relieving factors. The 
technique of physical examination is described in detail 
with the patient successively standing, seated, prone, 
and supine. Ranges of movement of the spine, sacro- 
iliac and hip-joints are estimated. The importance of 
accurate measurement of the legs is emphasized; the 
usual method of measuring from anterior superior spine 
to internal malleolus is condemned in favour of the 
following. The patient lies supine; the anterior superior 
iliac spines are palpated and the pelvis set exactly 
square by comparison with a piece of string held across 
the table at right angles. The legs are then laid parallel 
to the sides of the couch with heels together, the booted 
feet being steadied at right angles to the legs. Differences 
in length can be measured accurately with a ruler from 
the level of the heel of one boot to the other. Of the 
total of 40 cases, 35°%% were found to be due to postural 
syndrome and 57:5% to fibrositis. The typical history 
in the case of postural syndrome was of poorly localized, 
dull, aching pain, relieved by rest, and occurring in 
those of poor physical and psychological make-up. 
Many had legs of unequal Jength and were relieved 
when the boot heel on the shorter leg was raised. 

The author quotes Copeman and Ackerman (Quart. 
J. Med., 1944, 13, 37) who present evidence based on 
biopsy and post-mortem examination that in many cases 
of fibrositis the lesion is a herniation of fat through 
fascial sheaths covering muscles. The characteristic 
signs and symptoms of fibrositis are described, and 
injection of a local analgesic as a diagnostic measure 
is mentioned. The aetiology of fibrositis is considered 
under the following headings: (1) trauma, (2) infection, 
(3) posture (14 out of 24 patients suffering from fibrositis 
had legs of unequal length), (4) cold, dampness, and 
chill, (5) unclassified. Heat, rest, and salicylates are 
recommended in the acute stage; heat, followed by 
massage and exercises, together with raising the heel 
of a short leg, and locai infiltration with procaine or 
proctocaine are recommended in the subacute and 
chronic stage. 


Bone and joint lesions as causes of backache are 


briefly mentioned, and a reminder is given not to overlook . 


spondylolisthesis, which may be present for the first 
time in adult life, with its clinical picture of pronounced. 
lumbar lordosis, prominent abdomen, and loss of the 
normal interval between the lower ribs and iliac crests 
on both sides. Cases of the nerve-pressure syndrome 
and of referred pain from visceral disease usually present 
physical signs which should direct investigation along 
the right lines. Geoffrey McComas 


518. Electroshock in Vasomotor Neuroses (Raynaud's 
Disease, Acroparaesthesia and Scleroderma). (E! electro. 
shock en las neurosis vasomotrices troficas (enfermedad 
de Raynaud, acroparestesia, esclerodermia)) 

J. Corposa, J. M. Framis, J. M. Picem, J. Gurria, and 
J. PELacH. Medicina Clinica (Med. clin.] 7, 53-63, July, 
1946. 4 figs., 34 refs. 


The authors survey the various types of angioneuroses 
and trophoneuroses, the clinical symptoms, and their 
pathology; they then describe the mechanism of the 
electrical shock, and the various effects which have been 
observed or claimed on the mental state, temperature 
regulation, sleep, sexuality, muscle tone, digestive system, 
circulatory system, endocrines, and fat metabolism. 
They finally give detailed histories of five cases: a 
mental defective of 64, with a paranoid-hallucinatory 
syndrome and Raynaud’s disease; depression in a 
woman of 56 with acroparaesthesia; depression in a 
man of 44 with Raynaud’s disease; a case of diffuse 
progressive scleroderma in a man of 33; and a manic- 
depressive with acrocyanosis. All these patients were 
treated with electrical shocks. The treatment lasted 
from 1 to 3 months; the number of shocks given is 
quoted only in 1 case (17). All patients showed some 
improvement of their peripheral circulation. 

E. Guttmann 


519. Acroparaesthesia Cruro-Pedalis 
G. W. H. Scuepers. South African Medical Journal [S. 
Afr. med. J.] 20, 437-442, Aug. 10, 1946. 9 figs. 


A series of 100 cases of paraesthesia of the lower limbs 
found in a group of chronically ill patients “ whose 
disease had gone unrecognized for long periods” was 
studied, after the exclusion of cases of obvious psycho- 
neurosis and clear-cut diseases of the central nervous 
system or established peripheral neuritis. The para- 
esthesiae were usually found to be associated with an 
area of increased or reduced cutaneous sensitivity. In 
some of the cases, however, hyperaesthetic or anaesthetic 
areas were unexpectedly discovered during examination 
and the patients then admitted accompanying subjective 
sensory symptoms. 

Eight different patterns were identified and are repro- 
duced in diagrammatic form. The commonest type 
(24%) was found in association with non-gonorrhoeal 
ureteritis and prostatitis or cervicitis and was usually 
bilateral and symmetrical, but in cases where the disease 
was mainly unilateral the cutaneous area involved was 
more extensive on the side of the lesion. Seven zones 
were described varying in intensity and frequency of 


inv 
inv 
inte 
(12 
6 d 
exa 
ma. 
lay 
“ 
aes 
on 
of 
pre 
ma 
typ 
int 
ate 
(21 
be 
ass 
fro 
hy 
spa 
are 
dis 
net 
enc 
[ 
dia 
list 
aes 
ma 
dia 
WI 
ma 
he 
cut 
aw 
52 
al 
the 
ac 
per 
shc 
ear 
pre 
ex] 
ele 
vit 
are 


NEUROLOGY AND PSYCHIATRY 187 


involvement, 3 below the level of the knee-joint and 4 
involving thigh and lower abdomen, areas of maximal 
intensity being within L4 and S1 dermatomes. Type II 
(12%), associated with chronic salpingo-odphoritis, with 
6 different zones, “* readily confused with type I unless 
examinations are very systematically executed ”’, differed 
mainly in that the area of most intense hyperaesthesia 
lay at a higher level. Type III (11%), present in cases of 
colitis’, showed 5 levels of varying degrees of hyper- 
gesthesia extending above and below the knee, maximal 
on the left side. Variable, scattered, inconsistent areas 
of hyperaesthesia and hypo-aesthesia, most constantly 
present on the dorsum of the foot and back of the thigh, 
made up type IV (12%), and were ascribed to a masked 
type of hypothyroidism. Type V, affecting most 
intensely the peripheral portions of the legs, was associ- 
ated with a moderate degree of hyperchromic anaemia 
(21%), and was differentiated mainly by the various 
slants of the upper levels from type VI (9%) due to 
“ gravitational oedema in which pitting on pressure may 
be difficult to demonstrate’. Type VII (4%), also 
associated with hyperchromic anaemia, was distinguished 
from type V by its different distribution of bands of 
hyperaesthesia, and was tentatively ascribed to vascular 
spasm and had a mainly peripheral distribution. The 
areas of hyperaesthesia were thought in types I, II, and 
Ili, and partly in type VII to suggest a neuromeric 
distribution, and in the genesis of the syndrome viscero- 
neural reflexes, nerve irritation, neural anoxaemia, and 
endocrine disturbances were considered to be factors. 
[No details are supplied to show by what means the 
diagnosis of the various pathological states was estab- 
lished. Indeed the author is impressed “‘ that the hyper- 
aesthesia is a sign so easy to elicit’’; he suggests that 
mapping out the areas may assist in differentiating the 


_ diagnosis and may save instrumentation and laparotomy. 


While he recognized that hyperaesthesia and anaesthesia 
may be associated with psychoneurosis (which he feels 
he has been able to exclude in this series), there is no 
reference in his discussion to the effects of suggestion on 
cutaneous sensory examination and to the pitfalls that 
await the unwary in a sensory study of this kind.] 

A. M. Stewart-Wallace 


520. Investigations of Vibration Sense. (Contribuci6n 
al estudio de la sensibilidad vibratoria) 

R. SALEs VAzQuEz. Medicina Clinica [Med. clin.] 6, 
409-419, June, 1946. 15 figs. 


Alterations in the perception of vibration have been 
the subject of study in nervous diseases for at least half 
acentury. After remarks on the tactile and vibratory 
perception in insects and animals, the author proceeds to 
show that vibratory sensitivity is important in man from 
early life [but his illustration that foetal movements in a 
pregnant woman attending a concert were particularly 
noticeable when the audience applauded might find other 
explanation than sensitivity to atmospheric vibration]. 

The test of vibration perception is made with-an 
electro-magnetic tuning-fork (diapason) capable of giving 
vibrations from 32 per second upwards. The best sites 
are superficial bony prominences, such as the ankles or 


M—O 


over the tibia. Special points are indicated for systemic 
testing and the most distal parts should be tested first. 
The limits of human perception are said to be 32 and 
512 double vibrations per second, and in cases where 
reduction of perception occurs it starts at the upper limit. 
Examples are given to demonstrate the changes in lesions 


- or affections of the peripheral nerves, of nerve-plexuses, 


and of the cord, myelitis, tabes dorsalis, Friedreich’s 
ataxia, spastic paraplegia, poliomyelitis, and syringo- 
myelia. H. Harold Scott 


521. German Reactions to Nazi Atrocities 
M. JANowITz. American Journal of Sociology [Amer. J. 
Sociol.] 52, 141-146, Sept., 1946. 


About 100 German civilians were interrogated in 
June, 1945, for the purpose of assessing the results of a 
month’s campaign by Allied radio, press, posters, and 
pamphlets to acquaint the German people with the extent 
and nature of the atrocities committed in concentration 
camps. A distinction was made in this campaign between 
those legally guilty of having committed the atrocities 
and those morally guilty of having allowed National 
Socialism to come into being and of having tolerated its 
crimes. Answers were sought to such questions as: 
““Under what circumstances did the German people 
believe that atrocities were committed?” ‘“* Who is 
believed to have committed them?” and ‘** Who is to be 
held responsible, and how, in their opinion, can it be 
prevented from occurring again?” It was found that 
before the occupation Germans were aware of the 
existence and functions of concentration camps, although 
they did not know of the details or of the extent of the 
atrocities. The main facts were effectively disseminated 
by the campaign, particularly by radio and press, and 
they were accepted by the majority as accurate. Nearly 
all laid the responsibility upon the Nazi party or the S.S., 
and only three of those questioned ascribed guilt to the 
German people as a whole. A few discounted the 
atrocities as inevitable by-products of the war. The 
majority stated that previously they had been insufficiently 
informed of the facts or were unable to oppose the 
ruthlessness of the Nazis. Only in the case of the mis- 
treatment of the Jews did they feel a sense of personal 
responsibility for what had been done, but they did not 
clearly realize the need for the development of individual 
responsibility to prevent its recurrence, and they made 
ne spontaneous move to assist the rehabilitation of the 
victims of atrocities. The political implications of a 
distinction between the guilty and the most guilty were 
fully appreciated by many of those questioned. 

D. Russell Davis 


522. Cleidocranial Dysostosis with Psychosis 

S. Kitcore and G. W. Lasker. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 56, 
401-416, Oct., 1946. 3 figs., 47 refs. 


523. The Concept of Schizoidia. [In English] 

E. EsseN-MOLLER. Monatsschrift fiir Psychiatrie und 
Neurologie [Mschr. Psychiat. Neurol.] 112, 258-271, 
1946. 40 refs. 
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524. Prothrombin Deficiency and Haemorrhagic Tendency 
in Infectious Diseases. (Protrombinopenia e mani- 
festazioni emorragiche nelle malattie da infezione) 

A. GALeone. Minerva Medica [Minerva med., Roma] 
37 ii, 71-78, July 28, 1946. 


The question of haemorrhage in disease is not a negli- 
gible one; nevertheless it has been inadequately studied. 
In some diseases haemorrhage is constantly present as 
part of the disease; in others it is an added phenomenon. 
Writers mention a “ haemorrhagic diathesis ”’ or bleeding 
from changes in the blood, from permeability of the vessel 
walls, or reduction in platelets; of the causes behind 
these little is known. Clotting may be normal with few 
platelets, as in purpura haemorrhagica, or delayed with a 
normal platelet count, as in haemophilia. In scurvy 
there is deficiency in vitamin C and the same is found in 
some infective conditions. 

Other factors are concerned in coagulation, notably 
fibrinogen and prothrombin. The former is often normal 
in haemorrhagic conditions, but the latter (and vitamin K 
from which it is derived) is deficient, and this deficiency 
may arise from actual lack of the vitamin, or from in- 
ability of the body, in particular the liver, to utilize it and 
transform it into prothrombin, or from mal-absorption 
as in cases of gastro-enteritis, obstructive jaundice, or 
biliary fistula. In some cases diarrhoea interferes with 
absorption of the vitamin; in others the liver plays a 
large part, cholangitis and hepatitis occurring in infective 
disease and leading to imperfect metabolism of the vita- 
min and so to defective elaboration of prothrombin. In 
a table the author gives particulars of the prothrombin in 
84 cases, including 40 of typhoid fever, 18 of pulmonary 
tuberculosis, 10 of diphtheria, and 16 other conditions. 

H. Harold Scott 
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525. An Epidemic of a Severe Pneumonitis in the Bayou 
Region of Louisiana. VII. Histopathology in Laboratory 
Animals 

G. L. Fite, C. L. Larson, and B. J. Otson. Public 
Health Reports [Publ. Hlth Rep., Wash.) 61, 1100-1115, 
July 26, 1946. 13 refs. 


An account is given of the histological lesions en- 
countered in laboratory animals following infection with 
the virus of Louisiana pneumonitis. A distinctive varia- 
tion in the lesions produced in three susceptible species 
—mice, guinea-pigs, and cotton rats—was noted. In 
mice inoculated by the intraperitoneal route the out- 
standing lesions were diffuse cellular foci, with fibrin 
deposition, and secondary necrotic changes in the liver 
and spleen. In guinea-pigs inoculated by the same route, 


an extensive fibrinous thrombosis of the capillaries and 
sinuses of the same organs predominated, while in cotton 
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rats a plastic fibrinous peritonitis constituted the chief 
change. Lesions in white rats and hamsters followed 
large doses of the infecting agent, but the infection 
was rarely fatal. Muskrats, deer mice, rice rats, nutria, 
ferrets, and rhesus monkeys were not susceptible to 
infection. 

Comparison was made between the lesions produced 
in the susceptible animals and those following infection 
with the viruses of psittacosis and meningopneumonitis, 
Infection with Louisiana virus by either the intraperitoneal 
or intracerebral routes gave rise to lesions that were 
indistinguishable from those found with either of the 
above infecting agents. When the intranasal route of 
inoculation was adopted the interstitial spread of 
the pneumonic process characterizing psittacosis and 
Mmeningopneumonitis infections was inconspicuous, 
Pneumonic foci were sharply defined, with intervening 
areas of normal tissue, and consisted of a diffuse massive 
fibrinous exudate into the alveoli, accompanied by a 
cellular exudate. The bronchi were little affected, 
Spread by way of perivascular lymphatics was noted in 
some of the animals. 

The authors consider that these lesions in mice offer 
the only histological basis for the differentiation of the 
Louisiana pneumonitis virus from the viruses of psittacosis 
and meningopneumonitis. Cerebral lesions in both 
mice and guinea-pigs infected intraperitoneally with 
Louisiana pneumonitis virus may closely resemble those 
occurring in guinea-pigs infected with the rickettsiae of 
typhus fever or spotted fever. A. Henderson-Begg 


526. Reactions of Monkeys to Experimentally Induced 
Influenza Virus A Infection. An Analysis of the Relative 
Roles of Humoral and Cellular Immunity Under Conditions 
of Optimal or Deficient Nutrition 

S. Sascaw, H. E. Witson, C. A. Doan, O. C. Woocpert, 
and J. L. Schwas. Journal of Experimental Medicine 
[J. exp. Med.] 84, 113-125, Aug., 1946. 6 figs., 20 refs, 


A preliminary report of the response of monkeys 
(Macaca mulatta) to intranasal inoculation with the virus 
of influenza was made from the same laboratory in 1941 
(Woolpert eft al., Proc. Soc. exp. Biol., N.Y., 1941, 48, 
558). These earlier observations have been extended, 
and are here recorded in some detail. 

The P.R.8 strain of influenza virus A was used in these 
experiments, the virus being propagated by intranasal 
passage in young white mice. M. mulatta were inocu- 
lated with a filtered suspension of mouse lung in buffered 
saline, and were closely observed following inoculation 
for 3 weeks. Blood samples were taken at 5-day 
intervals for titration of neutralizing antibodies by mouse 
protection tests. Of three groups of animals inoculated 
intranasally with suspensions containing approximately 
10,000 M.L.D. for mice, 5 out of 7 which had been 
permitted to become nutritionally deficient on synthetic 
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diets and 3 out of 4 which were exposed to low tempera- 


ture (4° to 6 C.) throughout died within 2 to 17 days of © 


inoculation, while all of 10 healthy control animals 
survived, showing no physical signs of infection. Healthy 
monkeys were, however, susceptible to intratracheal 
inoculation, 2 to 4 animals, inoculated by this route with 
one-third of the intranasal dose, exhibiting signs similar 
to influenza in man, from which they rapidly recovered. 
The remaining 2 animals showed no signs of infection. 
{This finding, an important one to the authors’ general 
thesis, is based on a surprisingly small number of observa- 
tions.]) A rise in neutralizing antibodies, reaching a 
maximum between the eighth and fifteenth day after 
inoculation, was found in all the above groups, and also 
in a further group which received intranasal instillation 
of inactivated virus. There was no correlation, however, 
between the titre of antibody found, and the degree of 
resistance to infection. Antibodies persisted for as long 
as9months. A characteristic granulocytopenia followed 
primary inoculation of the virus, regardless of altered 
conditions of diet, exposure, or route of inoculation. No 
post-inoculation leucopenia was, however, observed in 
monkeys previously infected with the same virus, nor 
in those receiving inactivated virus, though animals in 
the latter group showed typical blood changes after 
reinoculation with living virus. 

The authors discuss the various factors concerned with 
the resistance of Rhesus monkeys to the influenza virus, 
and stress the importance of the protective barrier formed 
by the upper respiratory epithelium. 

A. Henderson-Begg 


527. Influence of Anesthesia on Experimental Western 
Equine Encephalomyelitis 

§. E. SutKin, A. Gotu, and C. ZARAFONETIS. 
[Science] 104, 53-54, July 19, 1946. 14 refs. 


The virtual failure hitherto of chemotherapeutic agents 
in the treatment of the true virus diseases has been 
explained by the relative inaccessibility of the virus to 
these agents by the time symptoms have become evident. 
The influence of ether anaesthesia on the course of 
equine encephalomyelitis in Swiss mice has been studied 
by the authors. Deep ether anaesthesia administered in 
4-hour periods during the 36 hours immediately following 
intracerebral inoculation was found to reduce the 
mortality rate during the 10-day observation period 
from 92-4°% in the control group to 58%. When the 
animals were submitted to deep ether anaesthesia, 
starting approximately 40 hours after virus injection, 
a mortality rate of 60°% was recorded. 

(No mortality figures are given for the deep ether 
anaesthesia treatment and animals so dying are not 
included in the experimental results. Under these 
circumstances no significant conclusions can be drawn 
from a comparison of the control and treated groups, as 
the control group was not submitted to a similar selective 
sampling procedure.] 


Science 


A. Henderson-Begg 


528. Viruses 
J. McintosH. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 39, 830-832, Oct., 1946. 
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529. The Epidemiology of the 1945 Outbreak of 
Poliomyelitis in Mauritius 

A. M. McFar.an, G. W. A. Dick, and H. J. Seppon. 
Quarterly Journal of Medicine (Quart. J. Med.) 15, 183- 
208, July, 1946. 9 figs., 27 refs. 


There was a severe outbreak of poliomyelitis on the 
island of Mauritius in 1945; in March there were about 
800 cases, and in the first 5 months of the year over 1,000 
cases. The attack rate of 2-4 per 1,000 made the out- 
break comparable in intensity with the 1916 New York 
and the 1942-3 Malta epidemics. From the wealth of 
epidemiological detail in this important paper, it is 
possible only to pick out points of general interest. 
Most of the population live in huts, and overcrowding 
is great. This was intensified by 3 cyclones which hit 
the island in January, February, and April. The schools 
are poorly built and badly ventilated. Sanitary arrange- 
ments are poor, Fort Louis being the only place with a 
water-carriage system. Most houses have unscreened 
pit latrines. Although the diet of the majority is very 
poor by European standards, there was no evidence that 
malnutrition determined the incidence of poliomyelitis. 
The population is about 420,000, over half being 
Indians. Poliomyelitis is endemic; other diseases of 
consequence are malaria, ancylostomiasis, enteric fever, 
and amoebic dysentery. In this outbreak 1,018 cases 
were studied, mostly by means of a questionary to 
patients or relatives answered between April 17 and 
May 31. 

As the investigators arrived late in the course of the 
epidemic adequate laboratory examinations were im- 
possible; however, Dr. K. C. Smithburn, in Entebbe, 
identified the virus in the pooled faeces of 4 family con- 
tacts by inoculating a Macacus monkey; abortive 
poliomyelitis followed inoculation of a Cercopithecus 
monkey with a spinal-cord suspension of a human case. 
The clinical features presented no striking deviation from 
those usually encountered. Of the cases considered 
here, 96°% were paralysed. The case fatality rate was 
approximately 6°%. Abortive poliomyelitis was almost 
certainly commoner than appears from the figures. The 
garrison suffered from a rather explosive outbreak of 
P.U.O. immediately after the 4 cases of poliomyelitis, and 
it would seem that the virus was widely distributed in 
these men without causing paralysis. Although the rise 
may have been merely seasonal, there was an increasing 
prevalence of intestinal infections at the time the epidemic 
began. The incidence of respiratory infections was not 
raised before the onset of the epidemic. The incubation 
period appeared to be 8 to 14 days, as is customary. 

There were only 24 instances of multiple cases in 
families. Six of these occurred 8 to 10 days after the first 
case and were probably true secondary cases infected by 
the first at about the time of its onset. There were 17 
cases within 5 days of the onset of the first; 4 of these 
were in infants or very young children, and followed the 
illness of an older child who probably infected the - 
younger early in the incubation period. In the other 
instances the 2 patients might have been infected from 
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the same source, but perhaps the first infected the second 
early in the incubation period. Secondary cases are said 
to occur usually within 6 days of the first case. This idea 
that cases may be infectious early in the incubation period 
is supported by the “‘ dromedary ” type of temperature 
curve in this and other outbreaks. A fever with vague 
symptoms lasts for a day or two, then after 4 to 7 days of 
apparent recovery fever recurs and paralysis supervenes. 
If the second bout of fever is regarded as the onset and 
the incubation period is taken as 10 days, the first rise 
of temperature is then seen to occur between | and 4 days 
after infection. The first ““hump” may therefore corre- 
spond to an illness of infection and not to the beginning 
of the illness proper. [It would appear, therefore, that 
it is difficult to differentiate between fever due to “ the 
illness of infection ’’ and the fever associated with actual 
involvement of the nervous system—what is usually 
known as abortive or non-paralytic poliomyelitis.] 

The attack rate in children under | year (4 per 1,000) 
was lower than at ages | to 5 (12 per 1,000). After 5 the 
rate declined rapidly. Some 64°, of cases were in 
children under 5, and 95°% in children under 10. The 
relative immunity of the older groups suggested that the 
outbreak was an epidemic “ flare-up” of an endemic 
infection. A similar age incidence was noted in Malta 
and America up till 1918. A different incidence was 
present in America after 1930, and in the Melbourne 
1937-8 epidemic, where there were relatively more cases 
in the older groups. In certain “ virgin-soil ” epidemics 
(Guam, Nauru, and New Guinea) young adults have been 
chiefly affected. The weekly incidence of cases presented 
a slight rise in February, 1945, a marked rise in the first 
week of March, a peak in the third week of March, and a 
rapid and symmetrical decline. The symmetry indicated 
contact spread, and not infection from food or water. 
The main wave was very abrupt and covered just 6 weeks. 
The Malta epidemic showed a similar curve. The some- 
what explosive nature, resembling the curve of deaths in 
an influenza epidemic, suggested a disease with a short 
incubation and a high degree of infectivity affecting a 
susceptible population. Yet this description did not 
apply to paralytic poliomyelitis in Mauritius or Malta, 
which had an incubation period of 8 to 14 days, was of low 
infectivity, and affected presumably immunized com- 
munities. It might, however, apply to a carrier epidemic 
of poliomyelitis. 

The epidemic began in one urban district and spread 
rapidly all over the island. A centrifugal spread was 
observed along the roads of two rural districts, and 
healthy adult males appeared to act as carriers. Ap- 
parently about 50% of cases had direct or indirect con- 
tact with paralytic cases or epidemic areas. A high 
proportion of possible indirect contacts was a further 
indication of the existence of a carrier epidemic pre- 
ceding the cases of paralysis. The percentage of adult 
males working away from home was significantly higher 
in families with a case of poliomyelitis than in the 
population of the district. Similarly there was a 
significantly higher percentage of children attending 
school in the families with a case than in the local popula- 
tion. Families with a case had more outside contacts 
than the rest of the population, although not differing as 
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-Apart from a possible spread by ices in one particularly 


regards overcrowding, cyclone damage, or numbers, 


explosive outbreak, food was not incriminated in the 
spread of infection. Flies did not appear to have beep 
vectors. 

Attack rates at all ages in certain towns were lower 
than in rural districts) The differences were due to 
lower rates in the towns at all ages, and suggested that 
the immunity of town-dwellers was acquired early in life, 
Attack rates increased with increasing density of popula. 
tion, although above a certain density the degree of 
immunity increased and produced a lower attack rate, 
despite the greater opportunities for contact spread. The 
attack rate was higher in the Chinese, probably because 
adults were chiefly engaged in shopkeeping and thus had 
numerous Outside contacts. Persons in the same family 
as a poliomyelitis patient had a higher attack rate than 
the general population. The differences in attack rates 
in several sections of the population are therefore 
explicable in terms of an immunity in town-dwellers 
leading to low rates, and an increased risk of exposure 
leading to high rates. This finding strengthens the con- 
clusion that contact was an important factor in the spread 
of infection. 

Discussing their observations, the authors conclude 
that the outbreak was probably an epidemic of an existing 
endemic infection, and not “imported” from South 
Africa or elsewhere. The increased prevalence of in- 
testinal disease before the outbreak may have facilitated 
passage of the virus, which thus increased in virulence. 
Human contact seemed to be the most important factor 
in determining spread. In some cases healthy adults 
appeared to act as carriers. The spread of infection 
seemed to be due mainly to carriers who became in- 
fectious for a short time a few days after exposure. This 
resulted in a large carrier wave of the influenza type, 
followed about a week later by a much smaller wave of 
cases of paralysis. The distribution of cases of paralysis 
being so diffuse, it seemed most likely that the infection 
was spread by droplets from the pharynx of cases and 
carriers shortly after exposure. Faecal transmission 
probably occurred also but was not so important. 

A. J. Rhodes 


530. Ascorbic Acid in the Cerebrospinal Fluid in the 
Diagnosis of Poliomyelitis. (L’ascorbirachia quale ele- 
mento diagnostico nelle affezioni da virus poliomielitico) 
L. SPOLVERINI. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.] 44, 425-426, July, 1946. 


In 1941 Colarizi examined the ascorbic acid content in 
the cerebrospinal fluid of 86 children suffering from 
various diseases. He found a marked increase of 
ascorbic acid up to double the normal (25-7 mg. per ml.) 
and beyond in the group suffering from poliomyelitis. 
This was the case during the acute phase or immediately 
after death. The same results were found in a few cases 
of chorea and of encephalitis, but were much less marked. 
The author of the present article continued investigations 
on the ascorbic acid content of the cerebrospinal fluid in 
subjects who had recovered from poliomyelitis. In 
addition, he studied the same question in babies under 
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2 years old, who had recovered from a febrile rhino- 
pharyngitis, because it is recognized that this is very often 
the first phase of a poliomyelitic infection. The ascorbic 
acid was always. determined in a specimen which had 
been taken in the morning after a fast of 10 hours. 

The first group comprised 18 babies from 7 to 24 months 
old with poliomyelitis, all of them with some form of 
paresis in regression. There were a few exceptions with 
progressive paralysis, In these cases the ascorbic acid 
content was followed up several times at intervals of a 
few days. The ascorbic acid content of the cerebrospinal 
fluid in all these subjects was considerably increased— 
between 18 and 20 mg. per ml. Ina few cases it reached 
28, 40, and 50 mg. per ml.; in precisely half of the cases 
jit was about double the normal. In 7 cases the increase 
was between 30 and 50%. Two other points of impor- 
tance were observed: (1) The ascorbic acid tends to 
return to normal or even sub-normal values during the 
later course of the illness. (2) The increase persists 
sometimes as longas 1 month or more after the appearance 
of the paresis. 

The second group comprised 30 babies between 3 and 
19 months old suffering from rhinopharyngitis and 
tonsillitis with fever, preceded in some cases by gastric 
disturbance. All these babies suffered from malnutrition. 
Out of 20 of these infants 7 had an ascorbic acid content 
in the cerebrospinal fluid lower than normal; 13 showed 
a marked increase. In six of these the increase was at 
least double normal (between 22 and 30 mg. per ml.). 
The results of this investigation seemed to point to the 
fact that a great number of cases of rhinopharyngitis and 
tonsillitis in small children classified as ‘* influenza ” 
might be caused by the same pathogenic agents. This 
view was supported in the case of one of the babies of 
- second group who developed signs of chorea 4 days 
ater. 

A fair number of the common forms of rhinopharyngitis 
and tonsillitis may have to be grouped together with 
poliomyelitis and some of the forms of encephalitis and 
chorea in their aetiology. A diagnosis of infection due 
to the poliomyelitis virus is justified in such cases if a 
marked increase in ascorbic acid level is found in the 
cerebrospinal fluid. V. C. Medvei 


531. Atypical Poliomyelitis—an Epidemic producing a 
Number of Cases. (Atypisk poliomyelitt. En epidemi 
med relativt mange tilfelle) 

K. Rorvix. Tidsskrift for den Norske Legeforening 
[Tidsskr. norske Legeforen.] 66, 575-576, Sept. 15, 1946. 


At the end of July, 1945, 5 cases were admitted to the 
medical department of Bodé Hospital and were diagnosed 
retrospectively as atypical poliomyelitis in view of the 
fact that cases of the typical disease occurred later in the 
same locality. All the patients had symptoms of mild 
meningitis, with some headache, fever, and neck rigidity. 
The cerebrospinal fluid showed a slight to moderate 
Increase in cell content. All the patients recovered, 2 
with residual disabilities. Two had no demonstrable 
paresis, while the remaining 3 had the following 
histories: (1) A 27-year-old male had bilateral paralysis 
of the sixth cranial nerve, with diplopia. Recovery was 
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(2) A 15-year-old male was confused, and 
had choreiform movements of head and limbs, aphasia, 
agraphia, ptosis, and unilateral facial palsy. Recovery 


complete. 


occurred with persistent facial palsy. (3) A 16-year-old 
male had paralysis of external and interna! recti persisting 
after recovery. These cases occurred simultaneously 


‘shortly before the appearance of an epidemic of polio- 


myelitis in the same locality; it is possible that most 
epidemics begin with cases that are atypical and perhaps 
insufficiently severe to require medical attention. 

D. J. Bauer 


532. The Sedimentation Rate as an Aid in the Diagnosis 
of Acute Poliomyelitis 

M. J. Fox and J. R. Evrarp. American Journal of the 
Medical Sciences {[Amer. J. med. Sci.] 211, 707-708, 
June, 1946. 1 ref. 


Sedimentation rates performed by the Westergren 
technique were carried out in 76 cases of poliomyelitis 
admitted to the South View Hospital of the Milwaukee 
Health Department. Two determinations were made on 
each patient at an average interval of 7-8 days. Only 
10 cases showed a significant elevation—more than 5 mm. 
above the maximum normal value in the first-hour 
reading—and 4 of these cases had coexisting disorders 
associated with a raised E.S.R. The authors conclude 
that the uncomplicated disease poliomyelitis is represented 
by a fairly constant, normal sedimentation rate, the 
presence of which may be of considerable aid in the 
differential diagnosis. No correlation was observed 
between the white-cell count, the C.S.F. count, and the 
sedimentation rate. A. Henderson-Begg 


533. Graphic Method for Rapid Estimation of Clinical 
Status in Poliomyelitis 

E. T. WituiaMs, F. T. Top, and L. SucHOMEL. Archives 
of Physical Medicine [Arch. phys. Med.] 27, 430-436, 
July, 1946. 6 figs., 3 refs. 


The authors describe a scheme to facilitate the rapid 
clinical evaluation of cases of poliomyelitis at any stage 
during the course of the disease, whereby the degree of 
resistance to passive movements and the approximate 
strength of weak muscles on active movement are repre- 
sented in a graphic manner and in their anatomical 
relationship. On the basis of a simple line body figure, 
red and blue notation lines are placed to indicate opposing 
prime muscle groups, broken and unbroken lines being 
employed to indicate respectively the patient’s response 
to.active and passive movements. The colour of the line 
denotes the degree of involvement. 

To illustrate the application of the method three figures 
are given from the authors’ case records which demon- 
strate how the involvement of muscle groups may be 
represented. The accompanying text adequately ex- 
plains how these diagrams are built up. A further series 
of figures illustrates how the progress of an individual 
case may be rapidly evaluated at any stage in the course 
of the illness by means of a graphic representation of this 
kind. Over 350 cases of infantile paralysis have been 
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satisfactorily followed by this method, and the authors 

suggest that it might be equally applicable to the assess- 

ment of many orthopaedic and neurological conditions. 
A. Henderson-Begg 


INFECTIVE HEPATITIS 


534. Observations on Percussion of the Liver in Acute 
Infectious Hepatitis 

J. 1. GOODMAN. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 13, 294-296, Sept., 1946. 11 refs. 


Five authors are cited who found that only 20 to 60% of 
livers are palpable in infective hepatitis. Using heavy 
percussion Frerichs found the average depth of relative 
liver dullness in the mid-clavicular line to be 9-5 cm. in 
200 normal individuals, while according to Zuelzer, using 
light percussion, the depth of absolute dullness averaged 
5 cm. in 1,500 normal individuals. Goodman, recom- 
mending medium percussion, finds that the depth of liver 
dullness ranges from 6:25 to 9-35 cm. in 35 normal 
subjects, whereas 24 out of 31 patients with infective 
hepatitis have dullness extending over 10 cm. The 
author therefore believes that he has shown percussion 
to be far superior to palpation. 

[The conclusions are not justified statistically on the 
evidence put forward and the subjective factor in per- 
cussion is not evaluated. No mention is made of the 
value of radiology in confirming the boundaries of the 
liver as estimated by percussion.] Denys Jennings 


535. Infectious Hepatitis 
S. C. ARNeTT. Texas State Journal of Medicine {Tex. 
St. J. Med.) 42, 264-267, Aug., 1946. 12 refs. 


This study of 52 sporadic cases occurring from 1943 to 
1945 was undertaken to compare those of sporadic and of 
epidemic nature. In wartime the customary incidence 
among children is replaced by that among young adult 
males. Epidemics have occurred in most of the wars 
since the early nineteenth century. Cultivation of the 
causative factor, presumably a filterable virus, on chick 
embryo by German workers has not been confirmed. 
Mention is made of the hepatitis produced by pooled 
(yellow fever) serum in 14-7°% of those inoculated and 
(using the same serum) in 24°% of volunteers. The in- 
fective factor was filterable, stable in wet serum at 4° C., 
resistant to heat in the dried state at 56°C. for 30 
minutes, but was inactivated by ultraviolet radiation. 
Transmission has been accomplished by subcutaneous, 
intravenous, and intramuscular injection, and also nasally 
and orally. Extracts from urine and stools given orally 
and, in the hands of British workers, nasal washings 
produced the disease. Others failed to obtain results 
from serum-hepatitis patients, which tallies with the 
experience that these never originate epidemics. 

Serum-induced hepatitis shows an incubation period of 
50 to 70 days, and the orally induced form of from 20 to 22 
days. A history of excessive alcohol consumption was 
given by 25°, of patients. Liver injury by chloroform 
anaesthesia increases as protein stores are depleted, and 
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diets rich in carbohydrates and protein, especially the 
latter, of which methionine and cystine are the specific 
factors, protect the liver from arsphenamine injury jp 
dogs. Two cases are described in a pathologist who 
developed hepatitis with gastro-intestinal onset 47 days 
after a necropsy, and in a dentist, who began with 
respiratory symptoms 32 days after treating a patient, 
thus suggesting different symptoms from different modes 
of infection. 

The prodromal symptoms described by the author are 
as usually observed, and in this period diagnosis had to 
be made from upper respiratory infections, atypical 
pneumonia, influenza, and infectious mononucleosis, 
Later there was pain and tenderness in the right upper 
quadrant, sometimes simulating the acute abdomen, 
Duration of jaundice was from 2 to 8 weeks; | patient, 
however, gave a history of jaundice for 18 months, 
Weil’s disease, amoebic hepatitis, malarial hepatitis, 
haemolytic jaundice, and obstructive jaundice had to be 
differentiated. 

Homologous serum jaundice and arsenical hepatitis 
cannot be distinguished clinically from infective hepa- 
titis. A mild leucopenia with relative lymphocytosis is 
described. Serum albumin was reduced, but the globulin 
was increased ; in 22°% a reduction in total protein was 
noted. Tests of liver dysfunction revealed variations in 
impairment. 

When the patient can retain it an adequate diet is 
essential, and frequent infusions with glucose and protein 
hydrolysate are necessary in severe vomiting. Fat should 
be limited, but not so as to discourage appetite. All 
diets contained high percentages of proteins and carbo- 
hydrates; alcohol was forbidden for several months after 
recovery. Gamma globulin given in the incubation 
period may abort or decrease the severity of the disease. 
Fatigue was complained of during convalescence, but 
when activity was adequately checked no recrudescence 
occurred. Resumption of activity was allowed only after 
complete recovery of liver function as shown by labora- 
tory tests. W. N. Pickles 


536. Modern Treatment of Liver Disease with Special 
Reference to Infective Hepatitis. (Zur Frage der 
modernen Therapie der Leberkrankheiten, insbesondere 
der Hepatitis epidemica im Lichte bioptischer Unter- 
suchungen) 

H. AXENFELD and K. Brass. Wiener Klinische Wocher- 
schrift [Wien. klin. Wschr.] 58, 499-504, Aug. 30, 1946. 
88 refs. 


Epidemic [infective] hepatitis is not thought of as an 
independent entity from the morphological point of 
view, but rather as representing characteristic fi undamental 
reactions of the liver to injury. Infective hepatitis 
is only distinguished by the speed and intensity with 
which these reactions occur. For the acute stage of 
infective hepatitis, the authors hold that a severe 
circulatory stasis in the liver is responsible. Epidural 
analgesia, in the region of the sixth to twelfth thoracic 
segments, recommended by Dick for the treatment of 
infective hepatitis, supposedly improves the circulation 
in the liver. It still seems desirable, however, to collect 
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more data on this method of treatment. According to 
Eppinger, in several cases in which “ liver-parenchyma 
therapy” failed acetylcholine produced an_ almost 
miraculously quick improvement. The authors do not 
think that the beneficial effect of acetylcholine is due to its 
“ choline-effect ’’ on the liver, but rather to its action on 
the pre-capillaries, thus relieving the circulatory stasis 
in the liver. Small doses of acetylcholine [quantitative 
data not given in the article] are recommended to be 
given intravenously in the form of a continuous drip 
infusion. In the acute stages of infective hepatitis the 
liver cells contain much glycogen, while in the later 
stages of the disease, which correspond both clinically 
and biochemically to the phase of restitution, the liver 
is poor in glycogen. In the acute stage insulin injected 
intravenously causes hyperglycaemia. While in diabetic 
coma insulin-glucose therapy causes deposition of 
glycogen in the liver, in infective hepatitis no such effect 
is observed. Intravenous glucose alone, on the other 
hand, produces a slight though definite increase in liver 
glycogen in cases of infective hepatitis; glucose without 
insulin is therefore recommended. The authors found 
that the results of the galactose tolerance test, whether 
positive or negative, were totally independent of the 
glycogen content of the liver. From a review of the 
literature the authors conclude that the use of adrenal 
cortical extracts, of vitamin C, and of the vitamin-B 
complex may also be justified in the treatment of liver 
diseases. G. Popjak 


RICKETTSIAL INFECTIONS 


537. Neuropsychiatric Observations on Tsutsugamushi 
Fever (Scrub Typhus) 

H. S. Riptey. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 56, 42-54, July, 1946. 
10 refs. 


Neuropsychiatric observations were made on 51 
American soldiers and marines suffering from tsutsuga- 
mushi (scrub typhus) during an outbreak of the disease 
on Goodenough Island off the coast of New Guinea. 
The commonest initial symptoms were severe frontal 
headache, anorexia, nausea, and vomiting, with an 
eschar in 39 patients. The clinical course was very 
variable, with symptoms involving any or all of the 
systems, generalized lymphadenopathy, maculo-papular 
eruptions, and leucopenia. Temperatures of from 
104° F. (40° C.) occasionally reaching 107° F. (41-7° C.) 
lasted for 10 to 14 days. Thirty-nine patients gave a serum 
Weil-Felix reaction with the OXK strain of Proteus 
vulgaris, 35 having agglutinin titres of 1 : 80 or above. 
The mortality rate, varying in different outbreaks, was 
25% in this series. Early and severe involvement of the 
central nervous system indicates a poor prognosis. All 
cases showed neuropsychiatric manifestations varying 
from transient toxic cerebral symptoms to evidence of 
Severe inflammation. The most common Symptoms were 
deafness, tinnitus, generalized or localized body pains, 
impaired vision, urinary incontinence or retention, 
muscular twitching, hiccup, and meningismus, while 
convulsions, dysphagia, dysarthria, strabismus, nystag- 
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mus, inequality of the pupils, hyperaesthesia, anaesthesia, 
and other sense disturbances occurred in some patients. 
One patient had a Korsakoff psychosis, while delusions, 
hallucinations, anxiety and fear, depression, and marked 
irritability were shown by others. The thought content 
was influenced by the patient’s personality background 


_and emotional reactions, and any previously existing 


psychoneurotic tendencies were accentuated. Patho- 
logical changes in the central nervous system consisted ° 
of focal lesions, necrosis, thrombosis, and perivascular 
infiltration with numerous mononuclear cells, lympho- 
cytes, and plasma cells and rare polymorphonuclear 
leucocytes. Convalescence was frequently prolonged 
and recovery sometimes incomplete, the persistence of 
symptoms being probably due to parenchymal destruc- 
tion and secondary gliosis. During the acute illness 
symptomatic treatment and good nursing care were of 
the greatest importance, and during convalescence 
graduated activity under medical supervision, psycho- 
therapy with a brief analysis of personality reactions, 
explanations, reassurance, and encouragement aided 
recovery. M. Mackenzie 


538. Changes in the Cardiovascular System in Scrub 
Typhus in Early Convalescence 

W. Lixorr. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 211, 694-700, June, 1946. 4 figs., 
4 refs. 


In patients convalescent from scrub typhus both sub- 
jective and objective abnormalities referable to the 
cardiovascular system are not infrequently observed. 
The authors have investigated 100 Service patients in the 
convalescent stage of the disease in an attempt to estab- 
lish the type and degree of cardiovascular dysfunction. 
Symptoms relating to the cardiovascular system, including 
tachycardia at rest, dyspnoea, precordial pain following 
exercise, and syncope, were present in 30% of the cases, 
and in only 2 of these were average daily pulse rates of 
under 100 recorded. 

In the asymptomatic group—70 cases—only 4 patients 
had daily pulse rates of over 100. No evidence of organic 
valvular disease or cardiac failure was noted in any of the 
cases. Ten patients—all in the symptomatic group— 
gave electrocardiographic abnormalities. Three showed 
persistent bundle-branch or intraventricular block. 
Transient changes recorded included delayed A-V con- 
duction, negative T waves in two or more leads, and 
slurring of the QRS complex without prolonged duration. 
These findings are discussed in relation to the sympto- 
matology and pathology of the disease. 

A. Henderson-Begg 


539. Agglutination Titres with Bacillus proteus 
(OXK) in Human Sera 

J. D. Hicks. Medical Journal of Australia [Med. J. 
Aust.} 2, 19-20, July 6, 1946. 1 ref. 


In New Guinea the fatality rate of scrub typhus among 
soldiers varied from 5 to 10%. But a number of cases 
with typical but mild symptoms suggested that sub- 
clinical infection might be commonly occurring. The 
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unit with the highest incidence of typhus in the area was 
accordingly investigated. Of the 105 sera obtained from 
the healthy men of this unit only 1 gave a result which 
could be considered diagnostic of the disease—an 
agglutination titre higher than 1: 160. This man was 
found to have suffered from mild but typical symptoms 
2 months previously. The investigation was then 
_ extended to 4 other groups each of about 100 healthy 
people. Of these, the first 2 groups had little or no 
exposure to scrub typhus, the third had relatively gross 
exposure, and the fourth consisted of natives who had 
been exposed to the infection all their lives. The 
results showed no significant difference between the first 
2 groups as regards the agglutination titres of the sera. 
Groups III and IV, however, showed highly significant 
differences of agglutination titre as compared with 
Groups I and II, the difference being most marked in the 
case of Group 1V—the natives. Some 65-70% in Groups 
Ill and IV showed agglutination titres up to 1:40 
and some 15% up to 1:80. It is considered that, 
although such titres may not be diagnostic when disease 
symptoms are present, they may be taken to indicate a 
relatively high degree of immunity to scrub typhus among 
the natives, and this may be correlated with the observa- 
tion that clinical cases of the disease are rarely found 
among natives. H. Stanley Banks 


540. The Use of Para-aminobenzoic Acid in Endemic 
(Murine) Typhus 

P. K. SmitH. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 131, 1114-1117, Aug. 3, 1946. 
1 fig., 14 refs. 


In a series of 29 patients with endemic flea-borne typhus 
p-aminobenzoic acid in doses of 2 g. every 2 hours until 
the temperature had returned to normal appeared to 
exert a beneficial effect, as compared with the results in 
29 untreated controls. The drug was given either in 
capsules or as a powder and, as others have found, was 
better tolerated when administered with sodium bicar- 
bonate in a glass of water. Of the 29 treated cases only 7 
had fever for 12 days or more, whereas in 22 of 29 con- 
trols the temperature remained above normal for at least 
12 days; the average duration of fever in the 2 groups 
was 103 and 13-2 days respectively. The probability 
of this difference occurring by chance was less than 1 in 
100. No toxic results were noted in the typhus patients, 
nor in 17 others not suffering from typhus who received 
similar doses of p-aminobenzoic acid. Although no 
cases Of agranulocytosis have yet been reported with 
p-aminobenzoic acid daily leucocyte counts are recom- 
mended, with cessation of the drug if the total leucocyte 
count sinks below 3,000 per c.mm. The fate of p- 
aminobenzoic acid in the body has not been exhaustively 
studied, but almost all of it is converted to p-amino- 
hippuric acid, presumably by conjugation with amino- 
acetic acid in the liver, as in the case of ordinary benzoic 
acid. Part of the p-aminohippuric acid formed is 
acetylated before excretion. It is possible that the toxicity 
of p-aminobenzoic acid might be much greater in patients 
with abnormal liver function. 


G. M. Findlay 
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541. Tick Typhus in North Queensland 

R. ANpDREw, J. M. BONNIN, and S. WILLIAMS. Medical 
Journal of Australia (Med. J. Aust.] 2, 253-258, Aug, 24, 
1946. 2 figs., 9 refs. 


The authors report 12 cases of typhus-like fever 
admitted to two Australian general hospitals in North 
Queensland during 1944-5. All cases had been exposed 
to the bites of ticks before the onset of the illness. Seven 
cases were known to have been bitten, 2 developing 
eschars at the site of bites by adult ticks, and in 1 caseg 
larval Ixodes holocyclus, the only species found on tick. 
infested troops, was identified. 

An incubation period of 7-10 days was suggested by a 
study of the his.ory of these cases. The disease, generally 
mild in nature and of gradual onset, was characterized 
clinically by malaise, severe headache, enlarged lymph 
nodes, eschar, rash, and fever. The rash, present in 
il of 12 cases, appeared on the average 3-5 days from 
the onset of symptoms, was diffuse in distribution, and 
showed great variation in the character of the individual 
lesions. Fever was moderate, and subsided by lysis after 
an average period of 7:5 days. Detailed clinical and 
laboratory findings are recorded for the case from which 
rickettsia were first isolated. 

The Weil-Felix reaction gave a titre with OX19 of 
1 : 320 or higher in 9 out of 12 cases, and in 3 of these 
the titre was 1: 160 or greater with OX2. Of the 
remaining cases 2 gave titres of 1:320 and 1:10 
respectively to OX2, and 1 a rise from zero to 1 : 160 to 
OX19. From their experience with this test the authors 
regard a titre of 1 : 320 or higher as diagnostic of typhus, 
and conclude that a titre of 1 : 160 or higher with OX2 
is strongly suggestive of tick typhus. A titre of a similar 
order may be seen in murine infection, but in scrub 
typhus is always accompanied by a higher titre to OXK. 
Agglutination tests with epidemic and murine strains 
were negative, and the sera of 5 representative cases 
failed to give fixation of complement with a variety of 
rickettsial suspensions. Rickettsiae were demonstrated 
in the smears of the exudate obtained following intra- 
peritoneal inoculation of white mice with blood taken 
from 2 cases on the sixth day of illness. Guinea-pigs 
inoculated intraperitoneally with mouse-passage material 
showed fever and a pronounced scrotal reaction, 
rickettsiae being present in smears from the tunica 
vaginalis. The differential diagnosis is discussed with 
special reference to scrub and murine typhus. 

A. Henderson-Begg 


542. The Treatment of Murine Typhus with Para- 
Aminobenzoic Acid. A Preliminary Report. [In English] 
R. S. DiAz-RiverA, J. J. SANTos, and E. PEREZ-SANTIAGO. 
Boletin de la Asociacién Médica de Puerto Rico (Bol. 
Asoc. méd. P. Rico] 38, 189-194, June, 1946. 3 figs., 
7 refs. 


The effect of p-aminobenzoic acid on the course of 
rickettsial infections has now been generally confirmed. 
Three cases of murine typhus were treated with p- 
aminobenzoic acid. An initial dose of 4 g. in 50 ml. of 
chilled 5° sodium bicarbonate solution was given by the 
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mouth followed by 2 g. in 25 ml. of the same solution 
every 2 hours till a total of from 62 to 136 g. had been 
given. No toxic reaction was seen. Subjective improve- 
ment with cessation of pain occurred in from 24 to 48 
hours, while the temperature fell in from 48 to 72 hours 
after the beginning of treatment. G. M. Findlay 


543. Q Fever. An Immunological Comparison of 


Strains 

N. H. Toppinc, C. C. SHEPARD, and R. J. HUEBNER. 
American Journal of Hygiene (Amer. J. Hyg.) 44, 173-182, 
July, 1946. 1 fig., 10 refs. 


This paper is concerned largely with technical details, 
which cannot usefully be abstracted, of laboratory studies 
of the immunological relationships of the Australian, 
American (Dyer), Balkan grippe, Fort Bragg, Panama, 
and Italian (Henzerling) strains of Rickettsia burneti. In 
discussing their results the authors state: 


The cross-immunity studies in guinea-pigs are clear cut, 
indicating complete reciprocal cross immunity. In the rather 
large series of animals used as controls on each of the strains, 
the Panama and the American strains produced an average 
of one more day of fever than did the Italian, Balkan grippe, 
and the Bragg strains. This division of the strains into two 
groups is also evident when considering the results of the 
complement-fixation tests. The American and Panama 
strains give high antigen titers against homologous standard 
sera but low titers with sera when the standard 2 units of 
antigen are used in the test. The converse of this occurs 
with the Italian and Balkan grippe strains. Here, low antigen 
titers are observed against homologous standard sera, but 
extremely high titers obtain with sera when the standard 
2 units of antigen are used. Results such as these might be 
interpreted as indicating more than one antigenic component 
and that, with quantitative variations, at least one antigenic 
component is shared by all the antigens studied. Such an 
hypothesis, however, hardly secms tenable when one con- 
siders the results obtained in the agglutinin absorption tests. 
These studies, like those by complement fixation, revealed in 
the convalescent guinea-pig sera marked differences in the 
sensitivities of the strains of rickettsiae used for test antigens ; 
Italian and Balkan grippe antigens were more sensitive than 
Panama and American antigens. Higher titers against 
homologous sera were not obtained. Reciprocal agglutinin 
absorption tests indicated greater difficulty in removing 
antibodies reacting with the Italian and Balkan grippe test 
antigens than those reacting with Panama and American 
test antigens. The absorption tests failed to reveal definite 
evidence of specificity of antibody response, although in the 
complement-fixation tests certain differences in serum anti- 
bodies were seen. It is doubtful that, without further study, 
any given convalescent guinea-pig serum could be identified 
as to the infecting strain of R. burneti. However, if an 
unknown strain was used for antigen preparation it could 
easily be identified as one of the highly reactive strains such 
as the Italian or Balkan grippe strain or as a member of the 


Panama and American Group. 
J. Pickford Marsden 


544. Studies on the Detoxication of the Labile Rickettsia 
Toxin 

L. and E. Beucnuer. British Journal of Experi- 
mental Pathology (Brit. J. exp. Path.] 27, 220-224, Aug., 
1946. 1 ref. 


Kligler and Oleinik (Nature, 1944, 152, 627) have 
teported the existence of a labile toxin in yolk-sac cul- 
tures of rickettsiae which, inoculated intraperitoneally, 
consistently induced in mice or rats a marked enlarge- 
ment of spleen and liver. The authors have shown this 
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. inoculation of the toxin. 
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toxin to be present in Seitz and Mandler filtrates, as well 
as in the supernatant fluid of centrifuged yolk-sac cul- 
tures, and have investigated methods of effecting its 
detoxication and of producing immunity to its effects. 
Marked splenic enlargement was produced in young rats 
of 15 g. following both intraperitoneal and subcutaneous 
Ice-box storage of the toxin in 
buffer solutions results in inactivation in 8 to 10 days at 
pH 7-8-6:1, and in a shorter period at extreme acid and 
alkaline reactions. Concentrations of 0-1°%% formalin, 
0-01°% potassium permanganate, and 1°, sodium bisul- 
phite caused detoxication in 24 hours at ice-box tempera- 
ture, as evidenced by the failure of an intraperitoneal 
inoculation of 0-2 ml. of the stored mixture to give rise 
to splenic enlargement. Animals immunized by 2 
injections of mixtures of toxin and the detoxicating 
solutions given at intervals of 3 days proved immune 
to a test inoculation of undiluted toxin. Similarly 
it was possible to immunize against a test dose of un- 
diluted toxin by 2 subcutaneous injections of toxoid 
or diluted toxin. It was further shown that the quantities 
of toxoid employed were insufficient to provoke an en- 
largement of the spleen, whereas untreated toxin diluted 
1/10 sufficed to evoke a well-marked reaction. 
A. Henderson-Begg 


BACTERIAL INFECTIONS 


545. Three Clinical Cases of a Prolonged Form of 
Cerebrospinal Meningitis in Infants. (Forme prolongée 
de la méningite cérébro-spinale chez le nourrisson. 
Considérations sur trois cas cliniques) 

A. Voctr. Revue Médicale de la Suisse Romande [Rev. 
méd. Suisse rom.) 66, 652-669, Sept. 25, 1946. 


The author takes no less than 16 pages to describe 3 
typical cases of prolonged meningococcal infection in 
infants, and on this slender basis he discusses the classical 
signs and symptoms of the disease, including the modifi- 
cations which are to be looked for in infants. 

The chemotherapy given in hospital in these cases 
consisted of a sulphonamide 1-5 g. daily for 12-16 days, 
and penicillin both intramuscularly and intrathecally for 
many days. The sulphonamide concentration in the 
spinal fluid in one case varied between 2 and 6 mg. per 
100 ml. The author considers that this was “ intensive ” 
chemotherapy and that it might have been expected to 
overcome the foci of infection. He asks whether in 
these cases the organisms were specially virulent, or 
whether there is some special deficiency in infants favour- 
ing a prolonged evolution of the disease. 

[If the author had been acquainted with British literature 
and experience on this subject he would perhaps have 
been able to answer his own questions. Even before the 
war it was shown in Britain that a sulphonamide con- 
centration of not less than 5 mg. per 100 ml. should be 
maintained at all times in the spinal fluid for at least the 
first 3 days, thereafter a lower level for 3 or 4 days, and 
that under these conditions a 7-day course of a sulphon- 
amide was sufficient. Further, the very considerable 
experience gained in the wartime epidemic in Britain 
showed clearly the value and safety of a dosage of not less 
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than 3 g. daily for all infants in the acute stage for the first 
3 or 4 days, after which the dosage could be reduced. 
Indeed, a dosage in the first period of treatment of less 
than 3 g. daily was often found to result in failure and 
death. The position regarding penicillin is much more 
recent and more controversial, but experience to date 
would indicate that penicillin should not be relied upon 
to compensate for deficient sulphonamide dosage. This 
paper illustrates clearly the disadvantage under which 
Continental medicine at present labours through being 
cut off from British and American medical literature and 
contacts during the war.] H. Stanley Banks 


546. Objective Study of the Early Nervous Lesions in 
Leprosy. (Exploraci6n objetiva de trastornos 
nerviosos iniciales de la lepra) 

—. Mir6é CARBONELL and —. CONTRERAS DUENAS. 
Fontilles (Fontilles] 5, 403-406, July, 1946. 1 fig. 


Tests for the early diagnosis of leprosy are discussed, 
beginning with that used in the Middle Ages, when water 
was sprinkled on the patient’s back: if the water ran off 
immediately the patient was free from leprosy. The 
capacity for sweating may be tested by exercise, placing 
in a hot room, or best of all by injection of 0-2-0-4 ml. 
of pilocarpine nitrate or hydrochloride. If starch is 
dusted over the area the sweat will be rendered more 
evident by the blue colour which develops. For cutaneous 
sensitivity the histamine test is the best: a drop of the 
histamine solution is placed on the skin and with a fine 
intradermal needle the skin is pricked through the drop, 
care being taken to see that the point of the needle does 
not traverse the epidermis. M. McElligott 


547. The Clinical and Pathological Features of the 
Dysenteries 

R. ANDREW. Medical Journal of Australia [Med. J. 
Aust.] 2, 289-311, Aug. 31, 1946. 5 figs., 27 refs. 


In this essay (the Stawell Prize Essay, 1945) the 
dysenteries are defined as “‘ diseases in which diarrhoea 
occurs, usually with blood and mucus in the stools, 
owing their origin to pathogenic bacillary, protozoal, and 
helminthic agents which cause colitis”; salmonella 
infections are not included as they do not ordinarily in- 
volve the colon. Nearly the whole of the paper is occupied 
with bacillary and amoebic dysentery, but infections with 
Schistosoma, Balantidium coli, and Isospora hominis are 
also described shortly, and reference is made to dysenteric 
symptoms occurring in severe cases of subtertian malaria 
and kala-azar. The essay is based largely on the author’s 
observations of dysentery, particularly bacillary dysentery, 
among troops in Australia, the Middle East, and New 
Guinea, and on work published by his colleagues and 
others. It is illustrated with the author’s drawings of 
sigmoidoscopic appearances of mucous retention cysts 
and subsequent ulcers, and of a microscopical section of 
the caecum of a patient with acute Flexner dysentery. 

Bacillary Dysentery.—In both the Middle East and New 
Guinea bacilli of the Flexner group were those most 
frequently isolated; in the former area, in a series of 
188 cases of dysentery (Hone, Keogh, and Andrew, 
Med. J. Aust., 1942, 1, 631) the following organisms 
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were isolated: Shiga (13), Schmitz (15), Flexner (148), 
Sonne (12); 55 of 101 strains of Flexner group baciljj 
which were tested with monovalent sera belonged to Type 
II. In New Guinea the organisms in 98 cases under the 
author’s care were: Shiga (5), Schmitz (11), Flexner (80), 
Boyd IV (P274) (2). The list of tomplications given by 
Fairley and Boyd (Trans. R. Soc. trop. Med. Hyg., 1943,36, 
253) is quoted; the only ones observed by the author jp 
about 1,500 cases of all types were haemorrhoids, rectal 
prolapse, peripheral circulatory failure, toxic arthritis, 
peripheral neuritis, and conjunctivitis and iritis, while in 
1 case pericarditis occurred. Chronic bacillary dysentery 
was rarely seen among the troops in the Middle East and 
New Guinea; even before sulphaguanidine became freely 
available only 1 case occurred among about 1,000 cases 
of dysentery seen by the author. In diagnosis the possibility 
of a double infection of bacillary and amoebic dysentery 
should be remembered; a case of this character is men- 
tioned. Sigmoidoscopy is very painful in the acute 
stage and is unnecessary for diagnosis; it is most valuable 
in subacute and chronic dysentery. 

Treatment is considered under the headings of ward 
management, general nursing, diet, and drugs; the author 
prescribes a fluid diet for the first day, then a semi-fluid 
diet until 2 or 3 stools, partly formed, are passed daily; 
next, light solid food is allowed; and finally ordinary 
diet, “* roughage ”’ being restricted until about a fortnight 
after the onset of the illness. In 1940-1 no sulphaguani- 
dine was available; the author treated about 400 patients 
and only 1 died. He states that “‘ the vast majority of 
healthy adults will recover without drugs, but in debili- 
tated persons and in Shiga and severe Flexner dysentery 
sulphonamide drugs will save lives and shorten the 
attack.” In the acute stage sulphaguanidine should be 
given without waiting for laboratory diagnosis, as for 
12-24 hours it would not prevent the isolation of organ- 
isms; an initial dose of 7 g. (irrespective of body weight) 
is followed by 3-5 g. every 4 hours until diarrhoea is con- 
trolled, then 3-5 g. every 8 hours until the patient recovers. 
In New Guinea, when supplies of sulphaguanidine were 
restricted, two comparable series of 25 patients were 
studied, one being untreated and the other (more severe 
cases) treated with sulphaguanidine. The good effect of 
the drug was shown by the shorter periods in which the 
bowel actions became fewer, the pain ceased, and the 
patient recovered, as well as by the improvement in his 
appearance; similar results were reported by Baker (Med. 
J. Aust., 1944, 1, 435). In certain cases with severe 
vomiting a soluble sulphonamide may need to be 
injected for a day or two. The only other useful drug in 
acute cases is opium—e.g., morphine subcutaneously—to 
relieve severe pain. Subacute and chronic forms of 
dysentery respond well to sulphaguanidine, and it is 
sometimes well to give a soluble sulphonamide at the 
same time. 

In judging of cure the author finds that if a patient 
looks and feels well, is free from abdominal pain and 
tenderness, and has a normal daily action of the bowel, 
and if the stools are normal on macroscopic and micro- 
scopical examination, sigmoidoscopy is unnecessary; in 
recurrent, subacute, chronic, or carrier cases, however, 
it should be done at intervals of 5 to 7 days until the bowel 
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wall appears normal. In food-handlers 3 successive 
cultures of the stools should be made. 

Infantile Diarrhoea.—The chief features are described ; 
in some Outbreaks Flexner and Sonne dysentery bacilli 
are the cause. Sulphaguanidine should be given as 
soon as a diagnosis is made, and if vomiting is severe 
intramuscular injections of a soluble sulphonamide 
should be given at 8-hourly intervals. The diet is 
gradually increased from water alone to glucose and 
saline, dry skimmed milk, cane sugar, protein hydrolysate, 
and finally fat. For severe dehydration continuous 
intravenous infusion of 10% glucose in saline is possible 
in even the smallest babies (Collins, Med. J. Aust., 1938, 
2, 1121). 

Amoebic Dysentery.—A full description of the disease 
and its complications is given. It was observed that 
although carriers of cysts of Entamoeba histolytica were 
equally common among soldiers in Australia and New 
Guinea, amoebic dysentery is rare in Australia, but in 
New Guinea it formed 3-5°% of all kinds of dysentery; 
possible reasons for this difference, such as variation in 
host resistance, are discussed. 

The author states that there can be no simple standard 
form of drug treatment for all cases, but for primary 
acute amoebic dysentery he recommends the following 
course, the latter part of which is practically the same 
as the “* combined synergic treatment ” of Manson-Bahr 
(Manson’s Tropical Diseases, London, 1945, p. 502; 
Lancet, 1944, 2, 718): Days 1 to 10: emetine hydro- 
chloride, 1 daily injection of 1 gr. (65 mg.); the patient is 
kept strictly in bed. Days 11 to32: notreatment. Days 
33 to 42: emetine-bismuth-iodide (E.B.I.) capsules, 1 
daily at 8.30 p.m. (preceded at 7.30 p.m. by pheno- 
barbitone 1 gr. (65 mg.)—first day 1 gr., second day 2 gr. 
(130 mg.), third to tenth days 3 gr. (0-2 g.). A bowel wash- 
out of 2% sodium bicarbonate solution is given each 
morning and is followed by a retention enema of 6-8 oz. 
(170-227 ml.) of a 25% solution of “* yatren” (sodium 
iodoxyquinoline sulphonate); *‘ chiniofon”’; quinoxyl”’; 
“quiniosulphan anayodin”’ which should be retained 
until 5S p.m. Days 43 to 49: carbarsone 0-25 g. twice a 
day for 7 days. Days 50 to 55: a daily microscopical 
examination of the faeces for E. histolytica. The E.B.I. 
capsules should be pricked with a pin to aid solution in 
the bowel (Manson-Bahr, Lancet, 1944, 2, 718). 

The author refers to the 3-weeks course of Adams 
(Trans. R. Soc. trop. Med.: Hyg., 1945, 38, 237; Lamb 
and Royston, Lancet, 1945, 1, 455; Hargreaves, Lancet, 
1945, 2, 68) and mentions with approval the use of 
penicillin and sulfasuxidine ” [succinylsulphathiazole] 
advocated by Hargreaves (Trans. R. Soc. trop. Med. 
Hyg., 1945, 38, 244; Lancet, 1945, 2, 68). 

For relapsing and chronic amoebic dysentery the above 
course is given but the preliminary emetine hydrochloride 
Is Ordinarily omitted. During this course of treatment 
the patient usually loses up to 14 Ib. (6-3 kg.) in weight, 
and this should be replaced before he is regarded as 
cured. Examination of the faeces and sigmoidoscopy 
Should usually be done at 3-monthly intervals for 6 
months and at 6-monthly intervals for another year. 

lodamoeba buetschlii is possibly pathogenic; amoebae 
morphologically identical with it were present in lesions 
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(including ulcers in the colon) found post mortem in 
a Japanese prisoner of war who died in Australia. The 
author has seen 4 patients with abdominal symptoms, 
but no diarrhoea on admission to hospital, in whom the 
cysts were found but were not necessarily the cause of 
the symptoms; 3 of the patients had had dysentery. 

The dysenteries due to Balantidium coli, Isospora 
hominis, subtertian malaria, and kala-azar are briefly 
dealt with and a short description is given of dysentery 
caused by schistosomiasis. Tartar emetic is stated to 
act better than organic antimony compounds in infection 
with Schistosoma japonicum [see Abstract No. 599]. 

The paper ends with a discussion of the control of 
dysentery in the Army. The technique of sigmoidoscopy 
is described in an appendix: usually no preparation of 
the patient is required and liquid paraffin should never 
be given beforehand. The patient is examined on a 
table 4 ft. (122 cm.) high and rests on his knees and left 
shoulder. The sigmoidoscope is smeared thickly with 
vaseline and gently pressed to about 10 cm., the obturator 
withdrawn, and the light and eye-piece fitted, and then 
it is passed further under direct vision to a distance of 
about 25cm. A sterile cotton-wool swab, mounted on 
a stiff wire, is applied to erosions and reddened areas to 
obtain bacterial cultures, while a blunt curette is useful 
to get scrapings from ulcers for examination for amoebae. 

J. F. Corson 


548. Waterhouse-Friderichsen Syndrome. (Waterhouse- 
Friderichsens Syndrom) 

H.S. MATHISEN. Tidsskrift for den Norske Legeforening 
[Tidsskr. norske Legeforen.] 66, 468-470, Aug., 1946. 
24 refs. 


The Waterhouse-Friderichsen syndrome is character- 
ized by cutaneous haemorrhages and shock with bilateral 
haemorrhage into the adrenals. It occurs usually in 
children below the age of 2 years. Meningococci can 
be demonstrated in the blood, and less often streptococci, 
pneumococci, and other organisms. It has been 
suggested that bacterial toxins, especially those of 
meningococci, may have a selective destructive action on 
the vascular endothelium of the adrenals. In some 
cases the haemorrhage is unilateral or absent altogether. 
Death in the acute stages occurs from circulatory failure; 
if the patient survives, adrenal insufficiency may supervene. 
The onset of the disease is sudden, with rigors, fever, 
collapse, and fall of blood pressure. Death usually 
takes place in a few hours. Abdominal forms may be 
encountered with diarrhoea and vomiting, or cerebral 
forms with delirium and convulsions. Cyanosis develops 
rapidly, and petechial haemorrhages appear. Meningo- 
cocci may be found in blood cultures in 60% of cases. 
The cerebrospinal fluid is usually clear. 

Two cases of meningococcal septicaemia are described. 
The first was in a boy aged 5 years. The onset was 
acute, with fever, dyspnoea, and asthenia. On admission 
there were cyanosis and cutaneous haemorrhages over 
the whole body, particularly on the back. The blood 
pressure was too low to measure; the cerebrospinal 
fluid was clear. There were no signs of meningeal 
irritation. Sympatol was given, with 20,000 units of 


|| 
148), 
acilli 
Type 
T the 
(80), 
n by 
3, 36, 
Or in 
ectal 
ritis, 
le in 
ntery 
reely 
~ASES 
vility 
itery 
Nen- 
Cute 
lable 
vard 
thor 
fluid 
aily; 
nary 
ight 
ani- 
ents 
y of 
bili- 
tery 
the 
| be 
for 
ght) 
On- 
ers. 
vere 
vere 
yere 
t of 
the 
the 
his 
fed. 
ere 
be 
in 
—to 
of 
is 
the 
ent 
ind 
vel, 
ro- 
in 
er, 
vel 


198 


penicillin intramuscularly, but the cutaneous haemorrhage 
spread and became confluent, and death occurred after 
144 hours. At post-mortem examination there were 
bilateral adrenal haemorrhage and hyperaemia of the 
meninges. Cures with sulphadiazine and penicillin or 
anti-meningococcal serum have been reported in the 
literature, but in such cases the cerebrospinal fluid is 
unusually cloudy; if the fluid is clear the treatment is 
generally ineffective. 

The second case was in a male infant aged 15 months. 
The onset was similar, with cyanosis and cutaneous 
haemorrhage over the buttocks and lower limbs, spread- 
ing later over the whole body. The blood pressure was 
too low to measure. The cerebrospinal fluid was clear; 
there was no neck rigidity. Meningococci were isolated 
from the cerebrospinal fluid and the skin lesions. Anti- 
serum (25 ml. intramuscularly), penicillin (10,000 units 
intrathecally, 50,000 units intramuscularly, and 15,000 
units intramuscularly every 3 hours), and sulphathiazole 
(2 g. at once and 1 g. every 2 hours, intramuscularly) 
were given. Ephedrine, oxygen, and desoxycorticos- 
terone were also given. There was some improvement 
at first, but the patient’s condition soon deteriorated 
and death in convulsions occurred after 22 hours. At 
post-mortem examination there were no haemorrhages 
in the adrenals, the only abnormal finding being hyper- 
aemia of the meninges. 

{In neither case was treatment begun until 13 or 14 
hours after onset, by which time it is as a rule too late 
to save the patient.] D. J. Bauer 
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549. Tuberculous Stenesis of the Main Bronchi. (Les 
sténoses tuberculeuses des grosses bronches. Etude 
clinique, radiologique et anatomo-pathologique) 

P. M. Steiner. Schweizerische Zeitschrift fiir Tuber- 
kulose [Schweiz. Z. Tuberk.) 3, Suppl. 1, 1-77, 1946. 
68 figs., 75 refs. 


A form of tuberculosis is described in which the lesions 
are found in the main bronchi just where they enter or 
immediately after they have entered the lungs. 
or complete stenosis results both at the site of the lesion 
and in the adjoining lung. The condition seems to be 
rare, and the author can find only 16 cases recorded. 
In extreme cases of bronchial stenosis with pulmonary 
collapse the chronic atelectasis of the lung produces an 
enormous retraction which, if uncompensated by collapse 
therapy, may cause considerable dislocation of the thoracic 
organs, the trachea, large vessels, and heart. In atelectasis 
of the right side there may be complete aspiration of the 
heart into the right hemithorax with a compensatory 
emphysema on the other healthy or relatively healthy side. 
This emphysema is visible to the naked eye. The localiza- 
tion of stenosing tuberculosis of the bronchi to the main 
bronchus or to the beginning of the ramifications of the 
larger bronchi is said to be due to the presence of a mass 
or circlet of lymph nodes round the bronchi at the hilum. 
Perforation of these bronchi by tuberculous processes 
extending from the lymph nodes in acute tuberculosis of 


A partial. 
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childhood is not rare: it appears logical to believe that 
the more chronic tuberculosis of these same nodes may 
lead to tuberculous masses pointing towards the bronchi 
and in some cases causing perforation. 

The history of the stenosing cases may be divided into 
three stages. In the first, in which the stenosis allows the 
air to pass both ways though slightly obstructing it, a 
characteristic sign is often present—a slight wheeze which 
can be appreciated by holding the ear close to the patient’s 
mouth. In the second stage, where the stenosis acts as a 
one-way tap, letting the air pass in only one direction— 
nearly always in the direction of inspiration—not only 
the wheeze but also an inspiratory piaulement (“* whining,” 
but the sound is not made easier to appreciate by attempt- 
ing to translate it) of a more or less musical kind is heard, 
which is sometimes produced at the end of a very deep 
inspiration. In the third stage the obstruction is nearly 
or quite complete, and there is total silence on listening 
for a murmur though, on auscultation, deep rhonchi may 
be heard over the affected side. One of the most 
characteristic signs is to be found in the temperature, 
which varies, just as in bronchiectasis, according to 
whether there is any collection of secretion behind the 
obstruction or whether this has recently been passed out. 
The temperature, of course, tends to be irregular or high 
in the former and nearly normal in the latter case, 
Nearly all patients had tubercle bacilli in the sputum from 
time to time and most of them died. Tuberculosis of the 
main bronchi and their first subdivisions are sufficiently 
characteristic to constitute a pathological variety. 

S. Lyle Cummins 


550. Aspiration Type of Congenital Tuberculosis 
W. Pacer and S. HALL. Tubercle {Tubercle, Lond.) 21, 
153-158, Oct., 1946. 7 figs., 11 refs. 


Congenital tuberculosis is usually acquired by the 
passage of the infection from the maternal blood through 
the placenta; the liver or placenta is the site of the primary 
focus, and the lymph nodes at the hilum of the liver are 
enlarged and caseous or liquefied. This paper reports 
a case of the very rare type of congenital tuberculosis 
where there is only extensive disease of the lung. A 
female child appeared normal at birth but did not thrive, 
became very dyspnoeic, and died, aged 17 days. At 
necropsy the principal abnormality was seen in the lungs, 
which contained innumerable white foci of 0-5—3-5 mm. 
diameter, consisting histologically of necrotic plugs con- 
taining masses of acid-fast bacilli lying in the lumen of 
grossly dilated alveolar ducts and bronchioli. They 
were multilocular, forming models of single acini 
separated from each other by connective tissue. The 
appearance resembled that of the lung late in intra- 
uterine life, and it is suggested that intra-uterine infection 
had halted (‘aborted’) the process of alveolization. 
The hilar and tracheo-bronchial lymph nodes were 
caseous and contained masses of acid-fast bacilli. The 
spleen showed a few bacilli also, with an odd nodule of 
necrotic lymphocytes and a few epithelioid cells in a 
Malpighian corpuscle. 

It seems that the infection must have been acquired 
by the aspiration of infected amniotic fluid, although a 
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thorough investigation of the mother failed to reveal 
any tuberculosis. The placenta and amniotic fluid were 
not available for examination. L. M. Franklin 


551. Tuberculosis of the Skin in East Africans. (With a 
Report of Two Cases) 

F. Pers and F.J. Wricut. East African Medical Journal 

[E. Afr. med. J.] 23, 182-186, June, 1946. 2 figs., 14 refs. 


Among the indigenous peoples of East Africa in- 
volvement of the skin by tuberculosis commonly occurs 
around sinuses originating in caseating lymph nodes, 
bones, and joints: purely cutaneous tuberculosis is 
rare. TWo cases are reported: 1 of lupus vulgaris and 1 
of scrofulodermia, without evidence of tuberculosis in 
other organs. Tuberculosis in cattle is rare in East 
Africa except in Ankole (Western Uganda) in the 
unhumped cattle with enormous horns. Slaughter-house 
returns of inspected meat at the municipal abattoir in 
Nairobi showed only 11 affected out of 15,200 grade 
cattle between 1930 and 1936 and none of 20,500 grade 
cattle between 1937 and 1944. At the same abattoir 
there were 126 cases of tuberculosis among 171,800 
native-owned humped cattle. The disease is very rare 
in goats and pigs. The human type has been found on 
occasion in monkeys, certain antelopes, elephants, and 
once in Uganda in a sheep. Pulmonary tuberculosis is 
probably increasing and is now common, as are gen- 
eralized haematogenous forms and tuberculosis of bones, 
joints, and lymph nodes. There is evidence (Jex-Blake, 
E. Afr. med. J., 1946, 23, 31) that tuberculosis was 
present in East Africa in prehistoric times. 

The two patients were a male and a female of the 
Mkikuyu tribe, aged about 20 and 25 years. In the male 
widespread superficial ulceration involved the anterior 
aspect of the neck, upper part of the chest, and inner 
surface of the left arm: the margins of the ulcers were 
in places undermined. Intercurrent attacks of variola 
minor did not make any change in the condition in 
either patient. In the female nodular swellings of a 
livid brown colour were present on the upper lip, lower 
part of the nose, and on both cheeks near the angle of 
the jaw. They had appeared first on the upper lip and 
were painless. Repeated intracutaneous injections of 
“moogrol” (1 ml.) at the margins of the lesions were 
very painful and caused no appreciable improvement. 
Intracutaneous injections of 0-1 ml. of old tuberculin 
caused reactions in a dilution of 1 in 1,000,000 in both 
patients. G. M. Findlay 


552. Acute Generalized Miliary Tuberculosis in Adults. 
A Clinicopathological Study Based on Sixty-Three Cases 
Diagnosed at Autopsy 

C. B. CHAPMAN and C. M. WuHorton. New England 
Journal of Medicine [New Engl. J. Med.] 235, 239-248, 
Aug. 22, 1946. 36 refs. 


The authors recognize several forms of disseminated 
tuberculous infection. At one extréme is the acute 
progressive disease which is the subject.of this article; 
at the other is the chronic non-progressive extra- 
pulmonary tuberculosis. Between these extremes they 
recognize benign generalizations’ (extrapulmonary 


lesions of a chronic type) in pulmonary tuberculosis 
(Krause, Amer. Rev. Tuberc., 1924, 9, 83) and the 
“abortive haematogenous dissemination’? of Kayne, 
Pagel, and O’Shaughnessy (Pulmonary Tuberculosis: 
Pathology, Diagnosis, Management, and Prevention, 1939, 
London). Acute generalized miliary tuberculosis is 
defined as “‘a condition that results from the sudden 
and often overwhelming hematogenous dissemination of 
tubercle bacilli from an established focus to many of the 
organs of the body’’. 

The authors give data compiled from the necropsy 
records of the Boston City Hospital during the period 
1937-41, children under 12 being excluded owing to the 
small number. Of 4,066 cases, 310 (7-6%) showed 
tuberculosis of some sort. Of the latter, 63 (20-3°% 
were instances of generalized miliary tuberculosis. The 
incidence of generalized miliary tuberculosis in the total 
number of 4,066 necropsies was thus 1-55°%%. With 
regard to sex it was found that the ratio of males to 
females in the acute generalized miliary group was not 
significantly different from that for tuberculosis of all 
types (approximately 2 males to 1 female), but as the 
necropsies on males were a larger number it is possible 
that this difference may be more apparent than real. In 
the age curve the peak was found to be in the third decade 
in the miliary and in the seventh in the non-miliary 
group. However, acute generalized miliary tuberculosis 
in the later "age groups did occur; 30%, in fact, were over 
60 and 16° over 70 years of age. The oldest patient was 
85 and the. youngest 19. A comparison between clinical 
and necropsy findings is instructive. 


Found at 
necropsy 


Diagnosed 


Diagnosis clinically 


Fibro-caseous pulmonary tuberculosis 36 45 
Acute generalized miliary tuberculosis 16 63 
Tuberculous meningitis 
Tuberculosis of larynx and pharynx + 
Tuberculous cervical adenitis .. 
Tuberculous peritonitis . 

Tuberculosis of gastro-intestinal tract 
Tuberculosis of bone : 
Tuberculous pericarditis 

Tuberculosis of epididymis a 
Tuberculosis of kidney .. ee ae 
Tuberculosis of testicle .. 

Tuberculous pan-serositis 


| 


History of exposure to active tuberculosis was obtained 
in 16% of the 35 cases in which specific inquiry was 
made. Symptoms are recorded in the following order 


_of frequency: anorexia, loss of weight, cough, night 


sweats, dyspnoea, chest pain, and haemoptysis. Neuro- 
logical signs and symptoms were noted clinically in only 
7 patients, probably because children, in whom meningitis 
is commonest, were excluded. Physical signs in acute 
generalized pulmonary tuberculosis are considered to be 
seldom of much» diagnostic assistance. No type of 
temperature chart was common to the group; rapid 
pulse rates were the rule and tachycardia was out of all 
proportion to the temperature in many cases. Ophthal- 
moscopic examination disclosed the presence of miliary 
tubercles in ocular fundi in only 1 case. Enlargement 
of spleen and liver was found clinically in some cases. 
At necropsy this enlargement was not a striking feature. 
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Pleural effusions were present at necropsy in 19 instances, 
although only 5 of them were recognized during life. In 
4 cases there was an accumulation of pericardial fluid. 
Two of these showed caseous tuberculous pericarditis. 
Miliary tubercles were found in the pericardium in 
only 2 cases, and in neither of these was there an 
abnormal increase in pericardial fluid. An excess of 
intraperitoneal fluid was reported in only 4 cases at 
necropsy, and in 1 case clinically. Most of the patients 
had developed the acute illness before admission to 
hospital. In 49 cases total leucocyte counts were made; 
in 24 there was leucopenia, in 14 a leucocytosis, while in 
16 the counts were within normal range. Differential 
counts were available in 35 cases; increased percentages 
of neutrophils combined with decreased percentages of 
lymphocytes were striking. In 9 of the 14 cases of leuco- 
cytosis the bone marrow showed miliary tubercles. In 
46 cases haemoglobin estimations and red-cell counts were 
made; moderate normochromic anaemia was noted in 39. 
The lowest haemoglobin value was 43° (Sahli) and the 
lowest red-cell count 1,840,000 per c.mm. Low platelet 
counts were noted in 2 cases. 

On the pathological side, the establishment of suitable 
criteria for the diagnosis of acute generalized miliary 
tuberculosis was far from easy. The authors consider 
that the tubercles should be acute, provoking little or no 
fibrous-tissue reaction, while the disease should be 
sufficiently generalized to involve the liver and spleen 
and at least one additional tissue such as lung, bone 
marrow, or kidney. The tubercles which were regarded 
as miliary were 3 mm. or less in diameter. Accom- 
panying chronic foci were as follows: in 71°, fibro- 
caseous pulmonary tuberculosis, in 43°, intestinal lesions, 
and in 22°, tuberculosis of the genito-urinary tract. 
Chronic lesions of the cardiovascular system were seen 
in only 5 instances. 

The distribution of the miliary tubercles is listed in a 
table showing the various organs involved : 


Location Percentage 
Spleen 100 
Bone marrow 84 
Kidneys ied $3 
Adrenal ghinds 42 
Meninges.. on 39 
Pancreas 20 
Brain 12 
Heart 10 


The authors conclude that the most reliable methods of 
diagnosis of acute generalized miliary tuberculosis during 
life are ophthalmoscopic examination of the eyes for 
miliary tubercles and bone-marrow biopsy for tubercle 
bacilli. S. Roodhouse Gloyne 


553. Results of Thoracoplasty in 200 Cases of Pul- 
monary Tuberculosis. (En etterundersokelse av 200 
torakoplastikkpasienter ved bodo sykehus) 

R. Lunp. Nordisk Medicin [Nord. Med.] 32, 2641- 
2644, Nov. 15, 1946. 


INFECTIOUS DISEASES 


554. ‘Tuberculosis in Poland 
M. Daniets. Lancet [Lancet] 2, 537-540, Oct. 12, 1946, 
2 figs. 


The author is a medical officer of Unrra and tells 
therefore, of things he has seen and knows. During 
the 6 years of German occupation Poland was 
horribly ravaged and destroyed, the devastation of jts 
cities being indescribable. Warsaw was destroyed 
systematically, house by house, street by street. Doctors 
were taken from their wards and shot against a street 
wall. Before the war tuberculosis was more prevalent 
than in other places ; thus the mortality in 1938 was 155 
per 100,000 for Warsaw and 176 for Lodz, compared 
with 51 for Copenhagen and 92 for Stockholm. Ip 
this present infection, overcrowding and underfeeding 
afforded the tubercle bacillus ideal conditions for growth, 
of which it has taken full advantage. Accurate mortality 
records are not yet established, but some estimate of the 
prevalence of the disease is forthcoming from mass radio. 
graphy surveys, which provide figures ten times as high as 
corresponding data from England. Similar high figures 
are reported from tuberculosis clinics. A Ministry of 
Health has been newly created, but its organization is far 
from being fully completed; it lacks equipment such as 
x-ray units, and doctors and nurses. Nearly all the 
doctors carry on busy private practice. Case-finding 
surveys, hospital and sanatorium services are all being re- 
established; but a year ago the Poles faced a country 
with destroyed sanatoria, sanatoria with no beds, no 
equipment, and no staff. Everything had been syste- 
matically plundered. Some 2,937 beds have been brought 
into existence in excellent sanatoria, but 1,032 stand 
empty owing to financial difficulties. There should be 
at least 66,000 beds. Food is a main trouble; 1,995 
calories a day is not enough for sanatorium patients. 
One meal consisted of thin vegetable soup and a plate of 
rice. Equipment, medical literature, doctors, nurses, and 
trained administrators are all lacking, and funds are very 
low. A national plan to attack tuberculosis is needed, 
and already progress is being made. __ 

[The astonishing thing is that under the conditions no 
major epidemic has supervened.] E. L. Collis 


555. New Light on Immunity in Tuberculosis. (Données 
nouvelles concernant l'immunite au cours de la tuber- 
culose) 

J. Parar and J. Desporves. Presse Médicale [Presse 
méd.}| 54, 592-593, Sept. 14, 1946. I ref. 


Knowledge regarding the meaning of skin reactions in 
the tuberculous is reviewed. The point is made that, 
although in many cases a positive reaction once estab- 
lished remains permanently, in others it disappears, 
especially in old age. Instances are quoted where 
positive reactions were found in 100°, of town dwellers, 
but at ages between 70 and 80 anything up to 10% were 
found to be negative. Injections with B.C.G. will 
readily convert a negative to a positive reaction in 
such aged persons. Injections with cultures of dead 
bacilli set up local abscesses, but if the dead bacilli are 
associated with paraffin or vaseline metastatic lesions 


12, 1946, 


nd tells, 
During 
nd was 
its 
estroyed 
Doctors 
a street 
revalent 
was 155 
’mpared 
Im. In 
rfeeding 
growth, 
1ortality 
of the 
S radio- 
high as 
| figures 
istry of 
yn is far 
such as 
all the 
-finding 
cing re- 
country 
ods, no 
1 syste- 
rought 
stand 
be 
1,995 
atients, 
ylate of 
es, and 
re very 
reeded, 


ons no 
ollis 


onnées 
tuber- 


| Presse 


ions in 
> that, 
estab- 
ypears, 
where 
vellers, 
4 were 
. will 
on in 
dead 
are 
lesions 


occur. Work has been done upon bacillary fatty acids 
which have been found capable of originating tuberculous 
nodules and caseous degeneration. The fatty acids 
concerned are considered to belong to the «x disubstitués. 
Knowledge of the exact chemical composition of the 
tubercle bacillus and of the nature and role of these 
fatty acids is required before the study of immunity to 
tuberculosis can be carried further. Attention should be 
directed to the destruction or disorganization of these 
acids; itis in this direction that the part played by enzymes 
and vitamins is to be sought. Thus, variations in lipolytic 
activity have been found to alter with aggravation or 
improvement in clinical symptoms. A discussion only is 
presented and no experiments are described, as the research 
is still in progress. E. L. Collis 


556. The Tuberculin Test and the Control of Bovine 
Tuberculosis 

J. Francis. Journal of the Royal Sanitary Institute |J. R. 
sanit. Inst.] 66, 355-365, Aug., 1946. 5 figs. 


The tuberculin test is to-day usually performed on 
cattle by the intradermal injection of purified protein 
derivative into the “ caudal fold ” of skin on either side 
of the anus. The subcutaneous, percutaneous, and 
ophthalmic routes and the use of old tuberculin have 


been given up. The reaction is negative for the first 


2-4 weeks after infection, and also in some animals with 
very advanced disease. It may be positive without the 
animal having tuberculosis if it has been infected with 
the avian or human types of tubercle bacilli or with 
Johne's bacillus, or if it has the so-called skin tuberculosis. 
The double test (2 injections at the same site at 48 hours’ 
interval followed by the interpretation 24 hours later) 
appears to have no advantage over the less laborious 
single method. It is the official test in Great Britain, 
but nowhere else. 

Cattle infected with human bacilli, usually by an open 
case, do not develop progressive disease. Almost all 
cattle with the bovine infection have open disease which 
seldom heals. Five per cent. of infected cows eventually 
develop tuberculous metritis, and 25°% of these will 
produce congenitally infected calves. One per cent. of 
infected cows have tuberculosis of the udder. Infection 
usually occurs in the cow-shed, and only rarely at pasture. 
There is no real evidence that the “ strain of milk pro- 
duction and calf-bearing ” lowers resistance to tuber- 
culosis. From 17 to 18% of all cattle in Britain are 
probably infected, and 30-35% of all dairy cows. The 
incidence varies with the locality. It is low in Wales 
and high in the English Midlands. 

A number of methods to control the infection have 
been tried. Slaughtering the obviously diseased animals 
is ineffective. Vaccination with B.C.G. produces good 
immunity for some 6 months, but it wanes and cannot 
be maintained by further vaccination. Vaccination with 
the vole bacillus is still under trial but is not very 
promising. It is possible to build up clean herds by 
rearing calves away from infected herds and feeding 
them on heat-treated milk, but it is not likely that this 
method will be adopted by enough farmers to reduce the 
incidence of infection appreciably. More promising is 
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herd eradication, which means removing positive 
tuberculin reactors from a herd; this is the basis of the 
British Attested Herds Scheme which was introduced 
in 1935. As a result Britain has 800,000 cattle in 
tubercle-free herds, from which 15°% of milk is obtained. 
It is suggested that if substantial progress is to be made 
area eradication must be started, at first in areas where 
the incidence is lowest. This means that all positive 
tuberculin reactors in a particular area are slaughtered 
and the owners compensated. In the U.S.A. the gradual 
introduction of area eradication from 1917 to 1940 
reduced the incidence of infection from 6-8% to 
0-3-0:18%. This stamping-out” method has been 
used successfully in Great Britain in dealing with other 
great animal plagues such as glanders and rabies. 
L. M. Franklin 


557. Culture of the Tubercle Bacillus from Bone Marrow 
in Pulmonary Tuberculosis. (Culture de bacilles tuber- 
culeux de la moelle osseuse dans la_ tuberculose 
pulmonaire) 

A. BieRNACKt and M. ROZWADOWSKA-DOWZENKO. 
Presse Médicale | Presse méd.] 54, 511-512, Aug. 3, 1946. 
9 refs. 


The authors point out that one of the most interesting | 
questions in the study of tubercle bacilli in the blood 
of tuberculous patients is the wide difference noted by 
various observers between the number of positive results 
obtained before and after death; about 30 times more 
positive results after than before death were seen. 
The most likely explanation of this difference, in their 
view, is that the tubercle bacillus penetrates into the 
blood stream immediately before death (hacillémie 
agonale) owing to the fall in resistance. That is to say, 
there is a sudden failure of the physiological filter of 
the reticulo-endothelial system of the lungs and the liver, 
which until that moment has immobilized the bacilli. 
In order to throw further light on the question the 
authors have made sternal punctures at various intervals 
during life and after death, and have examined the 
bone marrow for tubercle bacilli by cultivation on 
Petragnani’s medium. [This is a whole-egg medium 
introduced by Petragnani in 1926 (Boll. Ist. sieroter. 
Milan., 5, 173). The article also refers the reader to 
the book by Saénz and Costil, Diagnostic bactériologique 
de la tuberculose, Paris, 1936.] Sternal puncture was 
made under local analgesia and 2 ml. of bone marrow 
drawn up into the needle. This was mixed with an 
equal quantity of 15°% sulphuric acid in a glass mortar, 
allowed to stand for 30 minutes, and then neutralized 
with a 30° soda solution [presumably NaOH] using 
tournesol as an indicator. [Tournesol is prepared from 
Chrozophora tinctoria; vide Martindale’s Extra Pharma- 
copoeia, 1943, 2,97.] The mixture has a brown tint, and 
it was found best to transfer a platinum loopful to a 
white enamel plate and add the tincture of tournesol in 
order to detect the change in colour. Eight Petragnani 
slopes were planted and incubated. Positive results 
were obtained in 14 days, but the cultures were left 
for 2 months before final examination. Controls were 
made with guinea-pig inoculation. 
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With this technique 41 cases of fatal pulmonary 
tuberculosis were examined before and after death. 
Sometimes the examination was made when the patient 
was moribund but generally it was carried out 5 days 
before death. The post-mortem samples were collected 
from 18 to 36 hours after death. No positive results 
were obtained before death. After death positive results 
were obtained in 23 cases. 

S. Roodhouse Gloyne 


558. Infectiousness of the ** Closed Case ” in Tuberculosis 
M. E. I. Leste, and R. ROSENTHAL. Ammeri- 
can Journal of Public Health [Amer. J. publ. Hith| 36, 
723-726, July, 1946. 11 refs. 


The statistics on which this paper is based were obtained 
incidentally from an investigation into B.C.G. vaccina- 
tion. The tuberculin sensitivity of 55 children from the 
poorer districts of Chicago, each of whom was in contact 
at home with a closed case of tuberculosis, is compared 
with that of 1,025 children from the same social class but 
with no home contact with tuberculosis. Each child 
was followed from birth. Children from the tuber- 
culous homes were kept at foster homes from birth until 
_ 6 weeks to 3 months old. The “closed cases ” with 
which the children were in contact were patients with 
pulmonary tuberculosis whose sputum had been examined 
for tubercle bacilli immediately before the period of the 
investigation, with negative result by concentration, direct 
smears, and culture of 24-hour specimens, and subse- 
quently at monthly intervals by concentration and direct 
smears. The 1,025 controls came from households all 
of whose members showed no x-ray evidence of tuber- 
culosis. 

The Volimer patch test was used for testing tuberculin 
sensitivity, and if the result was questionable the Mantoux 
test (O.T. 1-100 dilution) was performed. [The number 
and results of the Mantoux tests are not given.] The 
children were retested at 6-monthly intervals. There 
was a far higher proportion of positive tuberculin 
reactors in the group of contacts of closed cases than in 
the control group. At 1 year of age 21-6° of the former 
(8 out of 37 cases) were positive reactors and 2:24% of 
the latter (21 out of 939 cases). At 2 years the respective 
figures were 52-7°,, (10 out of 19 cases) and 9% (70 out 
of 776 cases). [The results after 2 years of age are not 
given.] 

The authors quote other surveys which have shown 
similar results. In view of the strong evidence that 
so-called closed cases of tuberculosis are often infectious, 
they question the reliability of the usual methods of 
assessing whether a case is “closed”. They refer to 
recent American work which confirms the greater 
accuracy obtained when gastric lavage and culture and 
guinea-pig inoculation methods are used in addition to 
the direct examination of sputum for tubercle bacilli. 
The regulations of the U.S. Public Health Service permit 
a patient to be classified as “ apparently arrested” if 
no tubercle bacilli are found in 1 specimen of sputum 
on concentration; a higher standard is officially held not 
to be possible at present as many tuberculosis institutions 
lack equipment for a more searching examination. It 
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is suggested that such a classification fosters a false Sense 
of security in doctor and patient. 
L. M. Franklin 


559. Treatment of Tuberculosis of the Trachea ang 
Bronchi. (Du traitement de la tuberculose trachéo. 
bronchique) 

J. P. SecreTan and P. Schweizerische Zeit. 
schrift fiir Tuberkulose (Schweiz. Z. Tuberk.) 3, Supp), | 
78-108, 1946. 10 figs., 24 refs. 


Tuberculosis of the trachea and bronchi has usually 
received little treatment. With the aid of the broncho. 
scope secretions may be aspirated and the mucous 
membrane cocainized. If the ulceration is not deep but 
extensive, silver nitrate in strengths of from 5 to 30% js 
used. For deeper but less extensive ulcers the diathermo. 
cautery has, in the authors’ hands, given good results, 4 
very slender cautery 1 mm. in diameter has been used and 
a luminous sound which carries a small electric bulb at 
the end of a long, narrow stem. Collapse therapy js 
recommended; a pneumothorax, even if long maintained, 
is said not to interfere with the re-expansion of the lung 
unless the atelectasis is accompanied by inflammatory 
phenomena. Bronchoscopy is considered essential for 
diagnosing tuberculosis of the bronchi: it is harmless. 

In 45 cases of bronchial tuberculosis, 33 females and 
12 males, the main bronchus of the left side was affected 
in 30 and that of the right side in 6; tuberculosis was 
localized in 3 instances at the right apical bronchus; in 
1 case the left main bronchus and the apical bronchus of 
the right side were involved. In 1 tuberculosis had 
involved the second branch, in 2 the apical branch of the 
left main bronchus, and in 3 the cardiac branch. 

S. Lyle Cummins 


560. Closed Intrapleural Pneumonolysis and Thoracos- 
copy 
G.H.C.Joynt. American Review of Tuberculosis | Amer, 
Rey. Tuberc.] 53, 547-553, June, 1946. 2 figs., 20 refs. 


This review includes 277 cases of closed intrapleural 
pneumonolysis and 44 cases of thoracoscopy, treated at 
the Queen Alexandra Sanatorium, Ontario, between 1938 
and April, 1944. The more difficult and complicated 
operations were done in 2 or 3 stages; division of 
adhesions requires patience and meticulous care. On 
the last 192 consecutive cases, after penumonolysis and 
thoracoscopy, aspiration of air was carried out at the 
end of the operation to ensure negative pressures in the 
pneumothorax cavity. This procedure was found to 
increase the comfort of the patient and reduce surgical 
emphysema. In all the 277 cases adhesions were 
cauterized by the galvanocautery with the two-cannulae 
technique. Post-operative serous effusion occurred in 
77 cases, in 42 of which it was slight, in 25 moderate, and 
in 10 gross. Two of these were instances of silicosis with 
pulmonary tuberculosis, a condition in which the incidence 
of empyema in pneumothorax treatment is some 90%. 
Approximately 80°, of the serous effusions occurred 
within 1 month of operation. A _ satisfactory and 
efficient pneumothorax was obtained in 77% of the cases, 


les and 
uffected 
SiS Was 
lus; in 
chus of 
‘is had 
1 of the 


Oracos- 


[ Amer, 
) refs. 


pleural 
ated at 
1938 
licated 
ion of 
e. On 
sis and 
at the 
; in the 
ind to 
urgical 
nnulae 
‘red in 
te, and 
sis with 
ridence 
e 90%. 
curred 
y and 
Cases, 


TUBERCULOSIS 


and of these 70% became sputum negative. Thoraco- 
scopy was carried Out in 44 cases with no post-operative 
complications in 36; the procedure is considered safe 
and efficient, and its early use in pneumothorax therapy 
is advocated. E. L. Collis 


561. Early and Late Results of Extrapleural Pneumo- 
thorax 

M. ARNOLD and G. R. McCNAB. Tubercle [Tubercle, 
Lond.] 27, 130-137 and 150, Sept., 1946. 8 figs., 21 refs. 


The authors review the results of extrapleural pneumo- 
thorax in 107 patients, followed up for periods up to 10 
years. Sixty-seven had active disease in the opposite 
jung, and 4 of these were given bilateral extrapleural 
pneumothorax. The indications for the operation were 
essentially those of the ordinary artificial pneumothorax 
(first tried in every case). An abridgment of a table 
given in the text indicates the early results: 


No. of | Sputum | Apparently 
Condition on first discharge cases |negative| arrested 
Satisfactory E.A.P. 65 62 51 (78-5%) 

Converted to extrapleural oleo- 

thorax .. 16 16 13 (81-3%) 
Converted to thoracoplasty 2 1 (20%) 
Spontaneously shrunken spaces . . $* 4* 3 (60%) 
Chronic empyema with fistula. . 2 1 0 
Died before discharge .. 10 
Not yet discharged 5 1 


* | case converted to oleothorax. 


Of the 65 with satisfactory E.A.P. followed up for 
varying periods, 5 are dead but 19 are alive after 5 or more 
years (17 sputum negative, one converted to thoraco- 
plasty). Of all patients operated on (107), 72 are still fit 
for work (28 five or more years after their pneumolysis). 

As regards complications, of “ effusions composed 
mostly of blood” there were 13 severe and 12 mild 
cases; the greatest drawback was loss of the space; 
tuberculous empyema developed 14 times but not so 
frequently in the cases more recently operated on. Septic 
empyema occurred 9 times, often after haemorrhagic 
effusion. 

The authors believe that the space should extend, if 
possible, at least to the fourth rib in front, to the eighth 
rib behind, and to the aortic arch on the mediastinal 
aspect. Haemorrhagic effusions should be aspirated 
early and repeatedly, with instillation of sulphonamide 
preparations in small bulk where the fluid is suspect. 
After the first weeks, high-pressure refills (+ 31+ 34) at 
least weekly are indicated. Uncontrollable shrinkage 
may indicate oil-fillings. [In Great Britain the first 
enthusiasm for extrapleural pneumothorax died away 
several years ago. Its abandonment was largely due to 
the frequency of complications. It is interesting that 
these authors found that complications were much less 
often seen in their last 50 cases.] J. V. Hurford 


562. Indolent Tuberculosis 
S. R. Groyne. Tubercle (Tubercle, Lond.] 27, 106- 
109, Aug., 1946. 
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563. On the Use of Porphyrin Preparations as an Aid in 
the Treatment of Tuberculosis. (Sull’impiego dei prepa- 
rati porfirinici nella terapia coadiuvante della tubercolosi) 
V. MIADONNA. Minerva Medica [Minerva med., Roma] 
37 ii, 78-82, July 28, 1946. 


Haematoporphyrin, an iron-free derivative of haematin, 
has been used in states of depression associated with the 
menopause and such conditions as manic-depressive 
psychoses, neuroses, and anxiety states. Huehnerfeld, 
says the author, has reported on 166 cases [reference not 
given], of which 66 were manic-depressives ; 36 were cured 
or markedly improved, another 21 showed some ameliora- 
tion, and only 9 remained unaffected. Brief notes are 
given of 14 patients who, after long hospital care, were 
depressed at their slow progress and had lost appetite 
and weight. The preparation used was “ anabolic 
photochlorine ” (analogous to haematoporphyrin) in 
2-ml. doses in alternate weeks, 3 doses constituting the 
course [presumably a 5-weeks course; no mention is 
made of the method of administration]. The notes 
include the form of tuberculosis (pulmonary disease, with 
or without cavitation, 3; pneumothorax 6; 1 with 
pneumothorax and cavitation, and 1 with pneumothorax 
and empyema; bronchiectasis and lupus 1; empyema 
alone 1; cystitis 1); also noted were the blood count, 
weight, and blood sedimentation rate before and after 
treatment. All 14 showed some improvement; the 
red-cell count rose as did the haemoglobin, the sedi- 
mentation rate fell, weight increased, and the patients 
became euphoric, happier, and more cheerful. It is too 
early yet to say whether there was any change in the 
lesions, but the author is impressed with the use of the 
preparation as an adjuvant in the treatment of tubercu- 
losis. Its purpose is not to replace the usual methods 
of treatment but to assist them. [This contribution 
would be of greater value if the method of administration 
were stated and the references to the literature given, not 
merely the names of the authors quoted, so that those 
interested might be able to look up the original work.] 

H. Harold Scott 


564. Memorandum on B.C.G. 

W.H. TytLer. Medical Officer [Med. Offr] 76, 95-98, 
105-108, 117-120; Aug. 31, Sept. 7 and 14, 1946. 
69 refs. 


This memorandum was drawn up by a joint committee 
of the Tuberculosis Association, the Joint Tuberculosis 
Council, and the National Association for the Prevention 
of Tuberculosis, for submission to the Minister of Health. 
In the preliminary statement, two fields for the use of 
B.C.G. are mentioned: the child in the tuberculous 
household and the tuberculin-negative nurse. The con- 
clusions concerning the use of the vaccine are that its 
harmlessness has been established, that it can produce 
a considerable degree of immunization, that there is a 
widespread desire among the medical profession that a 
reliable supply should be available, and that the “‘ multiple 
puncture ” and “ scarification ”’ methods of application 
remove the liability to local abscesses. It is urged that 
in Britain there should be a single source of supply with 
some form of official backing and control of methods of 
production. 
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The claims made in this statement are backed by the 
very full and well-documented review which follows it. 
The sections may be summarized as follows: 

1. Absence of Virulence—Following the introduction 
of the vaccine, certain experiments on guinea-pigs 
(Petroff, Sasano and Medlar, Dreyer and Vollum) seemed 
to show that it might not be a virus fixé. These might be 
criticized—e.g., spontaneous infection in crowded 
animal houses—and were not confirmed in many experi- 
ments. The Liibeck disaster had no bearing on the 
question. The best evidence for the safety of B.C.G. 
lies in the results of 2,000,000 or 3,000,000 human 
vaccinations with insignificantly few reports of any 
serious effects. 

2. Efficacy of Immunization—As regards animals, 
good immunity can be obtained in guinea-pigs, as in the 
experiments by Birkhaug (using multiple puncture). In 
Great Britain the work of Griffith and of Dalling showed 
that cattle could be given relative immunity for a limited 
period. In human beings the development of allergy 
occurred in a much higher percentage with intracutaneous, 
subcutaneous, or “ transcutaneous” application than 
when B.C.G. was given by the mouth; in fact, “‘ multiple 
puncture ” can produce a positive tuberculin reaction in 
nearly 100%. As regards the effect on morbidity and 
mortality in human beings, the following conclusions are 
drawn: 

(a) The statistical data derived from oral vaccination of 
newborn infants are unsatisfactory because of uncertainty 
of B.C.G. infection, lack of control, and difficulty of separating 
_— from non-specific factors. But there can be little 

oubt that the vaccinated groups, perhaps two or three 
million in all, have shown a decidedly lower mortality from 
tuberculosis during childhood years than unvaccinated 
infants in the same communities. (5) The smaller but much 
better controlled series based on parenteral injection of 
B.C.G. in children yields a similar but more precise con- 
clusion. (c) Finally, the data collected from years of 
systematic and complete observation of groups of pupil 
nurses show, first, that the risk of developing tuberculous 
disease is greater in the non-reactors than in the already 
infected reactors, and, secondly, that among original non- 
reactors who have been vaccinated with B.C.G. such disease 
has been reduced to a level approaching that of the reactor 
group. 

3. Duration of Immunity.—This is in doubt, and 
re-vaccination may sometimes be necessary when allergy 
has disappeared. 

4. Methods of Vaccination —To avoid a complicating 
natural infection, exclusion from tuberculous contact for 
5-6 weeks before and after vaccination is desirable. 
Details of methods of vaccination are given in the 
memorandum, but the most interesting is Rosenthal’s 
puncture method with the automatic spring instrument 
designed by Birkhaug. Tissue paper or thin cellophane 
moistened in B.C.G. (20 mg. per ml.) is placed on the 
arm and 40 needle punctures made through this. Such 
“transcutaneous” vaccination (Négre and Bretey’s 
“ scarification” is another form of this) seems to 
eliminate abscesses and to confer more rapid and lasting 
allergy. 

5. Preparation.—The maintenance culture used varies 
(glycerin veal-broth potato, or bile). Probably, sus- 
pensions should be used within a limit of 1 week from 
preparation. This means, as the author points out, that 
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strict control is necessary, and he advocates anima 
inoculation of each batch, the allocation of a labora 
exclusive to this work, and aerobic and anaerobic culture 
for 24-48 hours before the issue of the suspensions, 

[Recently (Lancet, 1946, 2, 180) Tytler has pointed oy 
that Russian scientists claim,that freeze-drying of B.C.g. 
in 50% glucose solution causes it to retain viability ang 
immunizing power for at least 18 months. This woul 
enable completion of tests before issue.] 

J. V. Hurford 


565. A Mass Chest X-Ray Survey in Philadelphia War 
Industries 

W. F. Evin, M. A. IRWIN, and C. KURTZHALZ. Ameri. 
can Review of Tuberculosis [Amer. Rev. Tuberc.) 53, 56). 
565, June, 1946. 4 refs. 


Mass radiography is being so carried out in the United 
States that by May, 1945, 109,703 persons had beg 
examined in 17 surveys. The findings are now presented 
on 71,767 persons employed in a navy yard, an arsenal, 
and a signal depot, all of whom were at work whe 
they underwent x-ray examination. Each diagnosis of 
respiratory trouble was confirmed by more complete 
investigation; other abnormalities, such as cardio 
vascular lesions, were detected by gross readings of films, 
Over all, 1,633, or 2-3%, were classified as having radio- 
graphic evidence of reinfection tuberculosis; 85 cases 
were far advanced, and 353 were moderately advanced, 
The percentage of cases of tuberculosis among white 
persons was 2:4, and among non-white persons 1-9, As 
the mortality from tuberculosis is far higher among 
negroes than among white persons, this finding is 
unexpected; it may be that the more exudative response 
of the negro to the tubercle bacillus renders him too ill 
to be at work when he has active disease. The median 
age of those with reinfection tuberculosis was 44 years, 
while the median age of all those examined was 31 years, 
The incidence of tuberculosis thus found steadily in- 
creased with age from 0-6% at ages 15-19 to 8-1% at ages 
65 and over; this steady increase was independent of 
both sex and race. It agrees with recent tuberculosis 
mortality among white males [but not with such mortality 
among negroes]. No preponderance was found of any 
stage of severity in any age group. Cardiovascular 
abnormalities numbered 1,409, or 2:0%, and of these 
widened aorta claimed 644 instances, while 598 were 
ascribed to heart disease as evidenced by alteration in 
size or shape of heart shadow. E. L. Collis 


566. Role of the Tuberculosis Sanatorium in the 
Community 

H. F. ScHwartz. Diseases of the Chest [Dis. Chest) 
12, 447-450, Sept.—Oct., 1946. 


567. Progress in the Treatment of Pulmonary Tuber- 
culosis in Switzerland. (Postgpy leczenia gruZlicy 
w Szwajcarii) 

Z. MAKOMASKI. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.) 1, 1047-1051, Sept. 2, 1946. 22 refs. 


See also Abstract No. 612. 
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568. Clinical Statistics of 2,477 Typhoid and Paratyphoid 
Cases Treated with Lysate Vaccine. (Rilievi clinico- 
statistici su 2477 casi di febbre tifoidea e paratifoidea 
trattati con vaccino lisizzato) 

F, Pediatria [Pediatria] 54, 272-278, April-June, 
1946. 

The vaccine employed was administered intravenously, 
but there is no mention of the dose or of the frequency 
of injection. The total of 2,477 cases included 
2,090 of typhoid, 377 of paratyphoid B, and 10 of 

typhoid A. The author has paid special attention 
to: (1) the day of disease on which the treatment was 
started, (2) the time elapsing between the beginning of 
vaccine treatment and the temperature becoming normal, 
(3) the fatality rate, (4) complications, (5) relapses, 
and (6) the ages of the patients. 

Of the 2,090 typhoid patients, 428 were in the first week 
of illness, 1,180 in the second, 324 in the third, 104 in the 
fourth, and 54 in the fifth or later. The results are all 
expressed in percentages and seem almost too good to be 
true. In 18-46% the temperature came down by crisis 
on the day after the first injection. The rest the author 
divides into three groups: (1) Those showing a rapid 
effect and a fall in temperature by crisis after the second 
or third injection or within 6 days of beginning the 
treatment [this would seem to imply that the vaccine was 
injected every 2 to 3 days]. These represented 52-37%. 
(2) Those in whom the temperature became normal 
between the fourth and eighteenth injections, 37-68%. 
(3) The rest, 64%. It is claimed that the results are 
closely similar, the temperature becoming normal by the 
seventh day after starting treatment no matter how long 
the patient has been ill. Cures—fall of temperature 
to normal—after a single injection varied according 
to the day of disease on which it was given; the 
percentages in successive weeks are stated as 13-55, 19-12, 
18-34, 24:50, and 33-33; in other words, the more 
advanced the stage the more evident was the immediate 
effect of the vaccine. The mortality rate was lowest 
among those treated with the vaccine in the second week 
and highest in those treated in the fourth week, the 
average being 3-49%. Complications were observed in 
88%: bronchopneumonia in the later stages, and haemor- 
thage in only 0-93% of those starting the vaccine in the 
first week but in 4-0% of those starting in the third week 
it must be remembered that haemorrhage is commonest 
in the third week of typhoid whether vaccines are used 
or not]. Relapses occurred in 46 cases (2:29) and were 
fewest in those treated in the early stages of illness; they 
usually occurred after an interval of 7 to 12 days, but were 
of short duration and yielded promptly to further vaccine 
treatment. 

Generally, the younger the patient the better the 
response, but it was found that those over 60 [number not 
stated] responded best of all and those between 15 and 
20 years least. The mortality rate was lowest in the 
young—1-59°% among those under 15 years and 10-34% 
in those between 50 and 60 years. Relapses were fewest 


among those in the third decade: highest in those between 
50 and 60. 
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All the 10 paratyphoid A cases “‘ were rapidly or im- 
mediately ’’ cured by the vaccine; there were no compli- 
cations and no relapses. In paratyphoid B infections 
“cures after a. single injection were higher than in 
typhoid ”, and more than two-thirds were cured after 3 
injections. There were 3 deaths among the 377 patients; 


_ 2 patients had a relapse but “ were rapidly cured by 


vaccine therapy ”’. 

[The percentages of groups of typhoid cases treated 
add up to 114-91%. The statement that the temper- 
ature always became normal by the seventh day does 
not fit in with the occasional total of 18 injections.] 

H. Harold Scott 


569. The Haemoglobin Content in Typhoid. (Sul 
comportamento del ricambio emoglobinico nel tifo) 

A. Crosca. Clinica Pediatrica (Clin. Pediat., Bologna] 
28, 112-116, April, 1946. 7 refs. 


After reviewing the scanty literature on the metabolism 
of haemoglobin in typhoid the author describes his 
observations in 15 children treated in Messina in 1942. 
The following investigations were carried out: blood 
counts and morphological studies, determinations of 
faecal and urinary bilinogen, estimation of blood bili- 
rubin, red-cell fragility tests, and, in most cases, hepatic 
function tests. Most children were examined for two 
or more days in succession. In nearly all cases during 
the stage of active infection an increased rate of break- 
down of haemoglobin was found, which returned to 
normal during the stage of convalescence. Accelerated 
catabolism of haemoglobin was evidenced by hyper- 
bilirubinaemia, increased faecal and especially urinary 
excretion of bilinogen. Liver function tests (the tests 
used were glucose tolerance and Takata-Ara) showed a 
moderate degree of hepatic insufficiency, which, the author 
suggests, explains the increased urinary excretion of 
urobilinogen. The blood bilirubin which was raised at the 
height of the disease tended to return to below normal 
during convalescence. In most of these cases a secondary 
anaemia occurred, similar to that found in acute 
infections and in states of subnutrition, with a low colour 
index. Rarely have cases of macrocytic Addisonian 
type been reported, with urobilinogen reaction in the 
blood, urobilinuria, and subicteric sclerae (myelotoxic 
anaemia). Occasionally gross haemolytic anaemia occurs 
from lysis of the red corpuscles by the typhoid bacteria. 
In these. patients haemolysis was proportional to the 
degree of anaemia, which in turn was directly related to 
the severity of the clinical picture. The cases were fairly 
mild, without much haemorrhage from the bowel. 

The author concludes that, since the red cell fragility 
was normal in the great majority of determinations, the 
haemolysis is probably related to the markedly increased 
phagocytic activity in general of the reticulo-endothelial 
system engendered by the infection. 

E. G. Sita-Lumdsen 


570. The Effect of Vaccine Therapy in Typhoid Infection. 
(Sul meccanismo d’azione della vaccinoterapia nell’in- 
fezione tifoidea) 

F. Mute. Pediatria [Pediatria] 54, 395-396, July-Sept., 
1946. 


animal 
| 
oratory 
Cultures 
ns, 
nted out 
lity and 
S would 
urford 
hia War 
Ameri. 
53, 
> United 
ad been 
resented 
arsenal 
k when 
nosis of 
omplete 
Cardio- 
of films, 
g radio- 
35 cases 
lvanced, 
white 
As 
among 
ding is 
‘esponse 
n too ill 
median 
4 years, 
1 years, 
dily in- 
, at ages 


206 INFECTIOUS DISEASES 


DIPHTHERIA 


571. Use of a Potassium Tellurite Medium in the Detec- 
tion of Corynebacterium diphtheriae 

D. K. KeLLocG and R. D. Wenpe. American Journal 
of Public Health [|Amer. J. publ. Hith\ 36, 739-745, July, 
1946. 28 refs. 


The use of potassium tellurite media for the cultivation 
of Corynebacterium diphtheriae is reviewed with special 
reference to primary detection, not merely subsequent 
isolation. Most of the investigations which have 
tended to establish the superiority of tellurite media to 
Loeffler slopes for primary inoculation have been con- 
ducted by English and Australian bacteriologists and few 
references can be found in the American literature. To 
obtain further information a questionary was sent to a 
number of laboratories in the U.S.A. Replies numbered 
66. Only four laboratories used tellurite media for 
primary inoculation; 35 used it for subculture after 
detection on Loeffler’s medium; 26 did not use it at all. 
One was trying different kinds of tellurite media. 

The authors’ study, the results of which are presented, 
was undertaken because of a case in which, through an 
error, a negative Loeffler slope from a contact was, con- 


trary to current practice, subcultured to tellurite. The. 


result was positive. Tellurite media were subsequently 
employed as a routine in addition to Loeffler’s slopes for 
primary culture. Heated 7% rabbit-blood agar con- 
taining 0-04°%% of potassium tellurite was used. The work 
of Glass showing that heating of blood agar with or 
without tellurite renders it inhibitory to certain strains of 
C. diphtheriae is referred to. Usually Loeffler’s slopes 
were first inoculated in the home of the patient and the 
swab, left in the culture tube, was subsequently streaked 
upon half of a tellurite plate on arrival at the laboratory. 
Comparison of the findings on the Loeffler and tellurite 
media in 622 nose and throat swabs from convalescents 
and contacts was made. The microscopical examination 
of the growth on Loeffler’s medium in the first series of 
302 was carried out independently by 4 observers and the 
results, compared with the findings on tellurite by 1 of 
the observers, tabulated. The number of positives 
undetected on Loeffler’s varied from 14 to 18% of all 
swabs examined with the different observers, while 
assumed false positive (L+T—) findings, consisting 
usually of diphtheroids, varied from 6 to 12%. ‘ There 
was little agreement among the 4 examiners in naming 
these assumed false positives.” A similar result was 
found in the second series of 320 swabs examined this 
time by a single observer; 19% false negatives (L—T-+-) 
and 5% false positives were found. In this series sub- 
cultures of all the ? false positive (L+-T—) cultures were 
made to tellurite. Of the 16 only 1 yielded C. diphtheriae. 
The original T-finding in this case may be attributed to 
a very small inoculum having been completely used up 
on the slope before the tellurite was inoculated. 

Though of proved value, Loeffler’s serum has certain 
disadvantages: (1) Too much reliance must not be placed 
on morphology for diagnosis. (2) Since other organisms 
grow freely upon it, C. diphtheriae may be overgrown. 
(3) Sporing organisms may liquefy the medium. (4) C. 
diphtheriae may not show typical morphology on in- 


correctly prepared Loeffler’s medium. [Overheating is 
injurious and horse serum better than ox according jg 
Goldsworthy and Wilson, J. Path. Bact., 1942, 54, 183) 
The advantage of Loeffler is speed of growth; tellurit 
media may require 48 hours’ incubation and MOrphology 
often is atypical. In all cases of urgency, theref 
Loeffler’s medium should be used in addition to a tellurit. 
medium. 

[No reference is made here to staining methog 
employed except that Loeffler’s methylene blue was the 
stain used to examine the slope, the positive subculture 
of which led to the study reported. Owing to the varying 
morphology of the gravis, mitis, and intermediate 
of C. diphtheriae which may be observed, Loeffler’; 
methylene blue, Gram’s stain, and a stain of the Neisser 
type may with advantage be employed as a routine ip 
the microscopic examination of cultures for ¢ 
diphtheriae.] G. T. L. Archer 


572. The Changes in the Pituitary Gland durin 
Diphtheria. (Contributo allo studio delle modificazioy 
citologiche della ipofisi nel decorso della difterite) 

E. Rassegna di Studi Psichiatrici |Rass. Studi 
psichiat.] 35, 246-265, May—Aug., 1946. 2 figs., 53 refs, 


Attention has been drawn from time to time during 
the past 40 years to the possibility of pituitary dysfunction 
being responsible for some of the clinical symptoms 
occurring in diphtheria. Reports by various authors 
have not always been in agreement, but in more recent 
years experimental physiology and clinical medicine have 
indirectly confirmed the evidence of pituitary involve. 
ment in the causation of arterial hypotension and in 
the variations in blood-sugar curves observed in diph- 
theritic toxaemia. The pituitaries of 20 children who 
died of diphtheria were examined 24 to 30 hours after 
death. The duration of the illness ranged from 3 to # 
days. The glands were fixed in 10% formalin or in 
alcohol. Longitudinal and horizontal sections wer 
stained with haematoxylin-eosin and van Gieson-Mallory; 
Weigert and Bielschowsky staining reactions were used 
when interpretation was difficult. 

The results of the investigation were as follows: 
(1) The pituitary is frequently involved in diphtheria. 
The modifications in the structure of the gland vary 
in type, location, and extension. The histological 
changes noted are, however, not expressive of the 
severity of the illness. (2) Hyperaemia occurs fie 
quently in variable degree and is almost constant in the 
anterior lobe. Ten cases showed the presence of haemor 
rhages, and in more than 50° of cases oedema of the 
posterior lobe was present. (3) The relative proportion 
of chromophobe, eosinophil, and basophil cells in the 
anterior lobe is apparently unaffected, while hyper 
chromatosis, vacuolization, karyolysis, and generalized 
signs of degeneration are often seen. The pars inter 
media is seldom involved. (4) The posterior lot 
shows more characteristic changes. The neuroglia has 
practically disappeared in most of the cases and is 
replaced by amorphous granules which stained pale pink 
with eosin. 

These necrotic and degenerative lesions are interpreted 
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the author as due to the oedema of the posterior 
lobe. In the author’s view this oedema would interfere 
with the formation of vasopressin, thus causing the state 
of arterial hypotension to be found in diphtheria. 
Although the author was able to confirm previous 
reports of pituitary involvement in diphtheria, no definite 


conclusion can be reached in view of the small number . 


of cases investigated. Further studies should take into 
consideration the behaviour of the gland in other in- 
fectious diseases, as well as other factors such as the 
epidemiology of the illness and the intensity of specific 
therapy. A. Limentani 


573. A Note on the Relationship between the Inter- 
medius and Minimus Types of C. diphtheriae 

M. FRoBISHER. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 62, 304-305, June, 1946. 8 refs. 


A virulent saccharose-fermenting variety of Coryne- 
bacterium diphtheriae and a_late-dextrose-fermenting 
variety with very small flat colonies have recently 
been described. The latter has been termed the minimus 
type. Small-colony types of C. diphtheriae are not 
uncommon, and it has been suggested that the minimus 
type is identical with the intermedius. Dried cultures 
of the minimus and intermedius types were therefore 
compared. Cystine-tellurite agar plates were inoculated 
on one side with a minimus strain and on the other 
with an intermedius. Tubes of dextrose broth of the 
same batch were also inoculated at the same time 
as the test strains. The minimus strains and 4 of 10 
strains received as intermedius showed minimus colonies, 
while dextrose broth remained alkaline with no fermenta- 
tion during 7 days. Six of 10 intermedius strains pro- 
duced larger, more raised, darker, smoother, and more 
= colonies, and acidity in dextrose broth in 48 
ours. 

Though minimus types grow less luxuriantly than 
others, they grow sufficiently in broth for a reasonable 
expectation of dextrose fermentation by organisms 
capable of such action. On subculture, power to ferment 
dextrose is acquired. Failure to ferment dextrose on first 
isolation is a distinctive feature of the minimus type. 

G. T. L. Archer 
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574. Cutaneous Anthrax. Report of Twenty-Five Cases 
H. V. ELLINGson, P. J. KADULL, H. L. BoOKWALTER, and 
C. Howe. Journal of the American Medical Association 
[J. Amer. med. Ass.] 131, 1105-1108, Aug. 3, 1946. 
5 figs., 5 refs. 


The authors report on 25 consecutive cases of cutaneous 
anthrax in which all the patients recovered. All cases 
were treated with penicillin, three being given sulpha- 
diazine in addition. A positive blood culture was ob- 
tained from 3 patients before treatment was started. 

The lesions were situated for the most part on exposed 
areas of the body; 5 of the cases had multiple lesions, 
and 5 lesions occurred at the sites of previous trauma. 
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Only 3 patients felt unwell before the appearance of the 
local lesion, but pruritus was sometimes noticed. The 
earliest cutaneous lesion was a red macule, followed by 
a firm, red papule, and a few hours later by a vesicle 
filled with clear or opalescent fluid, in which organisms 
could be demonstrated by smears or culture. The 
vesicle might rupture early, leaving a small ulcer, or 
might enlarge by direct extension or by development of a 
ring of satellite vesicles. Late vesicles were haemorrhagic 
in character, with a zone of deep-red induration around 
them. Oedema was sometimes present. There was a 
complete absence of pain. Within 2-6 days after the 
onset the vesicles ruptured. In drying, the haemorrhagic 
vesicles formed a tough black crust or eschar, character- 
istic of this infection, which sometimes persisted for a 
long period, and left a defect gradually filled in by 
granulation tissue. General symptoms occurred in 20 
cases—headache, malaise, and joint pains. Pyrexia did 
not exceed 100° F. (38° C.). 

All patients were treated with penicillin, total dosage 
ranging from 1,000,000 to 4,000,000 units. Intramuscular 
injections of 60,000 units were given for 5 doses followed 
by 30,000 units at 3-hourly intervals. In several cases 
somewhat larger doses were given, and in 2 cases an 
intramuscular drip was used. In the first 3 cases to be 
treated sulphadiazine sufficient to keep the blood level 
above 8 mg. per 100 ml. for from 4 to 18 days was also 
given. Dressings were kept moist with a solution of 
penicillin in saline (1,000 units per ml.) for 7 days. 
Intramuscular penicillin therapy was continued until: 
(1) oedema had begun to recede, (2) cultures were 
negative for B. anthracis, (3) systemic symptoms had 
subsided, and (4) lesions were drying. All patients were 
kept in bed during the active phase; affected parts were, 
where possible, immobilized, and acetylsalicylic acid was 
given for symptomatic relief. 

Presumptive diagnosis was made by finding organisms 
morphologically typical of B. anthracis in Gram-stained 
smears of lesions. Cultures were taken for confirmation 
at the same time, and both smears and cultures were 
repeated at 24-hour intervals for 7 days. In only 3 cases 
of the series were viable organisms recovered for more 
than 24 hours after starting treatment. Blood cultures 
(10 ml. specimens in 100 ml. of beef broth) were taken 
before treatment and at 24-hour intervals for 7 days. In 
the last 10 cases of the series penicillinase was added to 
the medium. Three cases gave a positive blood culture 
before treatment; in no case was culture positive after 
24 hours or more of treatment. Leucocyte counts were 
normal on admission in 22 of the 25 cases; 3 had counts 
between 10,000 and 17,500. Only 10 patients had a 
leucocytosis during the course of the illness. 

The authors comment on the absence of controls in this 
series and on the fact that the local anthrax lesion con- 
tinued to advance through a well-defined and typical 
cycle in spite of treatment and in spite of the absence of 
viable organisms. It is suggested that factors responsible 
for vesiculation, capillary damage, oedema, and general- 
ized reactions are produced by the organism before 
treatment is begun and exert a continued effect even after 
viable organisms are no longer present. 

Geoffrey McComas 
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208 INFECTIOUS DISEASES 


RELAPSING FEVER 


575. Clinical and Humoral Aspects of Epidemic Re- 
lapsing Fever. (Les aspects cliniques et humoraux de la 
fiévre récurrente épidémique) 

E. BENHAMOU, M. ZERMATI, and R. Petit. Presse 
Médicale [Presse méd.] 54, 521-522, Aug. 10, 1946. 
17 refs. 


Relapsing fever was epidemic in 1944-5 throughout 
Tunisia, Morocco, and Algiers, while some cases occurred 
at Dakar in Senegal. Among 3,800 cases in Tunisia the 
mortality was 5-46%, while the death rate among French 
West African troops was particularly high. The writers 
here describe clinical and biochemical findings in cases 
of relapsing fever in Algeria. In addition to the typical 
temperature reaction, invariably accompanied by severe 
headache, muscular and joint pains, enlargement of the 
liver and spleen, and mild bronchitis, attention is drawn 
to the occurrence of certain syndromes which may domin- 
ate the clinical picture. These syndromes are referred to 
as gastro-intestinal, icteric, haemorrhagic, neurological, 
nutritional, and obstetrical. Thus there would be 
intractable nausea and vomiting, associated with black 
vomit. [This symptom was common in the outbreak in 
the Taogi Hills in the Sudan in 1940-1 (Findlay, Kirk, 
and Lewis, Ann. trop. Med., 1941, 35, 149).] Deep 
jaundice was present in about two-thirds of the cases and 
was associated in those that came to necropsy with fatty 
degeneration of the liver and hyperplasia of the Kupffer 
cells. Epistaxis at the beginning of the illness and some 
form of haemorrhage—from the gums, haematemesis, 
haemoptysis, haematuria—were very common. The 
neurological symptoms included meningismus, meningitis 
with an increase of either lymphocytes or polymor- 
phonuclear leucocytes in the cerebrospinal fluid, acute 
mental confusion, and in one instance paraplegia. 
Ocular symptoms were frequent, choroiditis, iridocyclitis, 
and sometimes, about a fortnight after the beginning of 
the illness, complete blindness. Patients who were 
pregnant almost always aborted. The most dangerous 
symptoms were those associated with acute malnutrition. 
The patients rapidly lost weight and exhibited complete 
anorexia and asthenia. They were dehydrated and in 
some instances oedematous: blood pressures were 
extremely low and pulse rates were from 32 to 50 a 
minute. The red blood cells were reduced in number, 
and counts of 2,000,000 per c.mm. or less were not 
uncommon. Blood platelets were also greatly reduced 
during the febrile periods, and coagulation time was so 
prolonged that haemophilia was simulated. The blood 
sedimentation rate was increased and autoagglutination 
of the red cells was common. Biochemical observations 
showed an invariable decrease in total blood proteins, 
involving both albumin and globulin: the decrease was 
specially noticeable in cases with oedema. In many 
patients the blood urea was increased, but 1 patient 
recovered after having had a blood urea of 450 mg. per 
100 ml. A reduction in urinary chlorides was common, 
but in patients with meningeal symptoms the chlorides in 
the cerebrospinal fluid were increased. 

‘G. M. Findlay 


576. The Chemical and Biological Treatment of 

Fever. (Les traitements chimiques et biologiques de 4 
fi¢vre récurrente) 

E. BENHAMOU, —. LEONARDON, —. VARGUES, 

—. ArrouM. Paris Médical [Paris méd.] 36, 340-343, 
Aug. 3, 1946. 21 refs. 


The authors divide the subject into five sections dealing 
in order with the treatment of: the ordinary straightfor. 
ward case of louse-borne relapsing fever; the acute 
complications, haemorrhages, jaundice, and collapse; 
later complications, particularly those of the neryoys 
system; convalescence, debility, and oedema; obstetric 
complications, abortion, and neo-natal mortality. Each 
of these is considered. For ordinary cases neoarsphen- 
amine still holds its own as the best drug for general 
use, in doses of 6 mg. intravenously, but it is not free 
from danger. Other arsenicals mentioned are: acetarsol 
(stovarsol) (3 g. daily by mouth for 3 days) and maphar. 
sen. Penicillin has been tried, but, in the author 
opinion, in inadequate dosage; instead of 10,000 units 
intramuscularly every 3 hours, they think that 30,000 to 
50,000 units should have been given every 2 hours toa 
total of a million units. Formalinized convalescent 
serum, a single injection of 0-2 ml. intravenously, is also 
recommended, with or without an arsenical. For 
haemorrhagic complications, epistaxis, haematemesis, 
melaena, and haematuria, transfusions of 250 ml. at a 
time, daily if need be, are best; for severe jaundice glucose 
50 g. with 5 g. sodium chloride per litre intravenously, 
combined with convalescent serum and arsenicals. For 
nervous complications—meningitis, monoplegia, para- 
plegia, retrobulbar neuritis, and amaurosis—arsenicals, 
penicillin in large doses, and blood transfusion are 
recommended [no figures are given to indicate what 
benefit is obtained from these]. Asthenia, cachexia, and 
late oedema have been seen in prisoners of war; it is 
probable that much of the last is due to malnutrition and 
hunger oedema and not to the relapsing fever per se. 
Treatment is mainly dietetic, aided perhaps by plasma 
transfusion. Lastly, for preventing abortion and neo- 
natal death, improvement of diet, use of amino-acids, 
transfusion, and administration of arsenicals and of 
penicillin are all suggested as helpful. [The various 
remedies seem to be suggested on general grounds; no 
figures are given in support of any of the recommendations 
made.] H. Harold Scott 
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577. Variations in Susceptibility to Therapeutic Malaria 
F. T. Becker, L. I. KAPLAN, H. S. READ, and M. F. 
Boyp. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 211, 680-685, June, 1946. 4 figs., 
3 refs. 


During the past year the authors inoculated malarial 
parasites into 300 soldiers (225 white patients and 75 
negroes) suffering from neurosyphilis. Plasmodium 
vivax (benign tertian) was used for 208 white patients, 
and P. malariae (quartan) for 17 “ whites” who had 
probably had a previous vivax infection and for all the 
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75 negroes. Of the 208 “ whites” 185 (89%) had 10 or 


more febrile paroxysms, the other 23 showing inadequate 
responses; 18 of these had probably had malaria 
jously but 4 denied having had it. Subsequent 
inoculation of other strains or species of malarial 
ites produced satisfactory reactions in all of them. 


The response to P. malariae was adequate in 16 “ whites ” 


and 68 negroes; only 4 finally needed hyperthermic 
cabinet treatment. 

Four types of reaction are distinguished according to 
the degree of immunity shown: (1) hyper-immune 
(very rare), with neither fever nor parasitaemia; (2) 
immune, with slight temporary parasitaemia and a 
temperature below 100° F. (37-8° C.); (3) partially 
immune, with moderate parasitaemia appearing before 
the fever and usually 3-7 febrile paroxysms; (4) hyper- 
susceptible, where febrile paroxysms appear before 
parasitaemia and both continue for 2-4 weeks or more 
before a spontaneous remission occurs. The hyper- 
jmmune response may indicate previous infection with 
the same strain; the immune, a previous infection with a 
homologous strain; the partially immune, a previous 
infection with either a homologous strain (5 or fewer 
paroxysms) or a heterologous strain (6-10 paroxysms); 
while the hypersusceptible reaction usually means that 
there has been no previous malarial infection. 

A daily parasite count should be made to get prompt 
recognition of responses requiring drug control (hyper- 
susceptible) or cure followed by re-inoculation (immune). 
P. vivax parasites usually number 20,000—40,000, rarely 
over 50,000: P. malariae under 20,000; while P. falci- 
parum has no upper limit, 100,000—200,000 forming the 
danger zone and 500,000 being almost always fatal. 
The count is especially useful in quartan infections, a 
rising count predicting a satisfactory febrile course, while 
acount below 3,000 per c.mm. 30 days after inoculation, 
together with a temperature below 103° F. (39-4° C.) 
shows high immunity and the need for a change of 
treatment. 

The effect of infection with P. vivax was tested in some 
negroes by inoculation or the bites of infected mosquitoes ; 
the responses were inadequate. P. falciparum was used 
for 3 cases resistant to both P. vivax and P. malariae. 
In the negro an immune reaction cannot be foretold 
from the history. 

The authors conclude that P. malariae should be used 
as a routine for negroes and for white persons who have 
had, or have probably had, a previous natural infection 
with P. vivax. When a premature spontaneous remission 
occurs after a primary P. vivax inoculation, re-inoculation 
is required; if there have been 5 or fewer paroxysms 
P. malariae should be used, but if there were more than 
5 paroxysms a heterologous strain of P. vivax is suitable. 
P. falciparum should be inoculated only when definitely 
indicated and conditions for clinical and laboratory 
control are excellent; parasite counts should be made at 
least twice daily, and quinine in doses of 3 gr. (0-2 g.) 
should be given hourly as long as the temperature 
exceeds 104° F. (40° C.), or when the count is above 
100,000. With these precautions the authors have 
obtained 5-8 paroxysms before a remission occurred. 

J. F. Corson 


209 


578. The Chemotherapeutic Control of Malaria. [In 
English] 

N. H. FAtruey. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 925-932, Sept. 16-21, 
1946. 13 refs. 


The chemotherapeutic control of malaria in non- 
immune populations and in indigenous populations with 
premunity is considered. 

During the war in the South-West Pacific the malaria 
casualties in 1942-3 in Australian troops were as high as 
740 per thousand per annum. A medical research unit 
was established at Cairns in Northern Australia where 
over 850 volunteers were experimentally infected with 
sporozoite-transmitted malaria while taking different 
anti-malaria drugs. A special feature of the investiga- 
tion was the routine use of sub-inoculation of non- 
immune volunteers with large quantities of blood 
(200 ml.) to determine the presence or absence of infec- 
tion in the donor when thick films were negative for 
parasites (1 c.mm. examined). This enabled anti-malarial 
drugs to be classified into 2 groups from a suppressive 
or prophylactic viewpoint: (1) schizonticidal suppres- 
sants; (2) causal prophylactics. 

(1) The schizonticidal suppressants included quinine, 
sulphadiazine, atebrin, and the 4 amino-quinolines— 
sontochin and resochin. In volunteers experimentally 
infected when taking daily doses of these drugs, sub- 
inoculations were invariably positive by the seventh day 
in P. falciparum and by the ninth day in P. vivax infec- 
tions. If the drug be present in adequate concentration 
erythrocytic parasites are rapidly destroyed. In P. 
falciparum infections once the sub-inoculation test 
becomes negative radical cure has been established. In 
P. vivax infections overt malaria may occur after the 
blood has yielded negative sub-inoculation tests—the 
assumption being that this finding is due to persisting 
exo-erythrocytic forms. 

(2) Causal prophylactics: There are 2 groups of 
compounds possessing a causal prophylactic action, the 
8 amino-quinolines like plasmoquine and the biguanides 
such as paludrine and M. 4888. If the drug merely 
exerts an inhibitory action and delays the appearance of 
erythrocytic parasites it is classed as a partial causal 
prophylactic; if it destroys the sporozoites or pre- 
erythrocytic forms so that erythrocytic parasites never 
appear in the blood, it is a true or complete causal 
prophylactic. Plasmoquine and paludrine are true causal 
prophylactics in falciparum malaria and partial causal 
prophylactics in vivax malaria. 

The outstanding finding about paludrine is that a single 
dose of 50-100 mg. given 48-120 hours after exposure to 
infection is a complete causal prophylactic for P. falci- 
parum infections. Similarly, a single-dose of 100 mg. 
will resolve an overt attack of vivax or falciparum malaria 
through schizonticidal action and produce clinical cure. 

The possibilities of this single-dose regimen of palu- 
drine applied to native villages and epidemics in hyper- 
endemic areas open up an entirely new field in the 
chemotherapeutic control of this disease, not only on 
account of its schizonticidal value, but also because of 
its extraordinary potency as a causal prophylactic. 
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Experience in the South-West Pacific in the present 
war showed that malaria casualties in jungle warfare can 
be controlled by a schizonticidal suppressive drug like 
atebrin taken each day (100 mg.) with unvarying regular- 
ity. Falciparum infections are suppressed and radically 
cured; vivax infections are also suppressed, but overt 
malaria occurs after drug medication ceases. 

The discovery of paludrine and the increased control 
of the mosquito vector and its larvae by D.D.T. and 
otiier means should enable future epidemics to be rapidly 
controlled. Future policy in regard to the chemo- 
therapeutic control of malaria in indigenous native 
populations may need revision. In the past, clinical but 
not radical cure has been adopted so that immunity to 
epidemic malaria can be maintained. Now that epidemics 
can be more readily controlled, would it not be better 
policy where the administrative organization permits to 
risk the loss of premunity and eliminate the spleno- 
megaly, anaemia, cachexia, misery and _ inefficiency 
caused by chronic malaria, dealing with epidemics when, 
and if, they arise? Only long-term controlled field 
experiments can answer this question.—[Author’s 
summary.] 


579. Congenital and Hereditary Transmission of Malaria 
by Plasmodium falciparum. Influence of the Disease 
on the Early Months of Life. (Transmissions héréditaire 
et congénitale du paludisme a P!. falciparum. Influence 
de la maladie sur les premiers mois de la vie) 

M. Pervis. Revue du Paludisme et de Médecine Tropicale 
[Rev. Palud.} 4, 193-203, July-Sept., 1946. 1 fig., 1 ref. 


The author made an extensive survey of malaria in the 
Haut-Nyong region of the French Cameroons, and his 
findings support the view that malaria may be acquired 
congenitally, though this has been demonstrated only in 
a few instances previously. 

His evidence for hereditary transmission rests upon 
examination of the liver and spleen and sternal puncture 
in 4 cases of stillbirths; the placenta was not examined. 
Three of the 4 cases were positive, since he found ring 
forms (P. falciparum) in the spleen, while in 1 case only 
macrogametocytes were found by sternal puncture. 
It was deduced that this gave proof of transmission of the 
disease from the mother to the foetus, especially since the 
sexual forms must have developed 3 weeks before birth 
and must have been present during uterine life. The 
evidence for congenital falciparum malaria was based on 
finger blood examination of the mother and of the umbili- 
cal cord in the infant. About 48°% (315 out of 651) of 
mothers were positive and 10°, (71 out of 661) of the 
infants. It is suggested that transmission was due to 
placental tearing during the confinements. 

The history of the children was carefully examined up 
to a period of 2 years after birth. In a group of 350 
native children belonging to one particular tribe, 254 
became infected (72:5%). In general, clinical symptoms 
did not appear until 2 months and then progressed up to 
6 months. The disease was then maintained up to 
18 months at an average blood and spleen level of 
35-45%, falling thereafter to about 5-7%. The clinical 
manifestations were associated with gastro-intestinal 


and pulmonary disturbances: the author also Suggests 
that dentition may have an influence. Respirat 
infections, presumably aggravated by the incidence of 
malaria, were the immediate cause of death. The native 
population in. the district was poorly nourished, and in a 
study of the growth curves of 200 children in comparison 
with those of European children it was found that there 
was an average difference of one kilo at 9-12 months, 
In a survey of the mortality and general morbidity 
during 1940-1, it was found that the total infant mortality 
including stillbirths, was 24-8°%. Out of 760 live births 
the mortality from all causes was 11-:8%. Seven deaths 
were due to malaria and 46 to pulmonary diseases, Jp 
a comprehensive study of the morbidity the largest group 
was that due to respiratory infections, 119 cases out of 
499 (more than 20%). The large number of miscarriages 
and the debility in an otherwise fertile population in this 
region were attributed to the high endemicity of malaria. 
R. Wien 


580. Studies on the Exo-Erythrocytic Cycle of Malaria 
F. Fonseca, F. J. C. CAMBOURNAC, M. R. PinTo, J. M, 
PEREIRA, and A. CUNHA. Parasitology { Parasitology] 31, 
113-117, Aug., 1946. 23 figs., 36 refs. 


This paper records a series *of observations and 
experiments relating to the exo-erythrocytic development 
of avian and human malaria parasites. The first two 
studies concern infection of the chick embryo with 
Plasmodium gallinaceum, which previous investigators 
had failed to achieve. In one series of experiments saline 
suspensions of sporozoites from the salivary glands of 
Aédes were deposited on the chorion-allantois of eggs 
after incubation for 8 to 10 days. The eggs were then kept 
at 37° C. and observed daily by transillumination. From 
about 50% of the 15 inoculated eggs chicks hatched but 
died 24 hours later. Microscopic examination revealed 
exo-erythrocytic stages of development of the parasite 
in the brain, liver, and bone marrow. Emulsions of 
the embryo liver inoculated into chicks produced both 
exo- and endo-erythrocytic development of Plasmodium. 
In another series of experiments blood containing erythro- 
cytic forms was inoculated into 12 eggs. Erythrocytic 
parasites were discovered in only 1 of the chicks hatched 
from these eggs. In a third series infected chicken blood 
was inoculated with a capillary pipette into a blood vessel 
of the chorion-allaritois of eggs incubated for 15 days. 
All the experiments were successful, malaria parasites 
being present both in the chicks which hatched and in 
embryos which died before completing their development. 
Lastly, all attempts to produce infection by inoculating 
infected chick blood into the yolk-sac failed. Witha 
view to determining the relation of the developing sporo- 
zoites to the host-cells a saline suspension of these was 
deposited on to the chorion-allantois of chick embryos, 
and smears were made at intervals from 8 to 24 hours 
later. It was shown that the development of the sporo- 
zoites, in the course of which bi- and multi-nucleate 
schizonts were produced, was intracellular. 

The last three studies deal with the exo-erythrocytic 
development of human malaria parasites. In one set of 
experiments general paralytics were inoculated with 
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sporozoites of P. vivax and P. falciparum (by mosquito 
bites and by injection), and smears of their bone marrow, 
obtained by sternal puncture, as well as blood films, were 
examined up to the ninth day. The results were all 
negative. In other experiments patients were inoculated 
from cases of P. vivax malaria: (a) intrasternally with 
material obtained by sternal puncture; (4) intra-. 
muscularly with similar material; and (c) intramuscularly 
with venous blood. None of these patients became 
infected. It is concluded that even if these negative 
results do not entirely disprove the possible existence of 
exo-erythrocytic stages in the bone marrow, they prove 
that they are rare. 

The authors next turned their attention to other 
organs. Patients suffering from miliary tuberculosis 
and other diseases in which a rapidly fatal prognosis was 
expected were inoculated with sporozoites of P. vivax 
and P. falciparum. The death of the patients took place 
from 1 to 8 days after inoculation, and necropsy was 
performed from 6 to 12 hours (in 1 case 24 hours) after 
death, smears being made from the spleen, liver, brain, 
bone marrow, and lungs. In some of the cases, infected 
5 and 8 days previously, in the smears of the spleen and 
brain were found intra- and extra-cellular elements 
indistinguishable from the exo-erythrocytic stages of 
avian plasmodia. These forms are shown in an excellent 
coloured plate as minute blue bodies with one or two 
chromatin dots. While the authors are inclined to 
regard these forms as exo-erythrocytic stages of human 
malaria parasites, they admit that “the hypothesis of 
their being phagocytized parasitical residues’ cannot 
be excluded, and that it is necessary to demonstrate 
elements resembling the macro- and micro-schizonts of 
avian malaria before proof is complete. 

In view of the possible existence of exo-erythrocytic 
stages in human malaria during the latent period of infec- 
tion which precedes relapses, 10 patients with a malignant 
tertian infection, were treated with sulphathiazole, and 
1 patient suffering from the benign tertian form was 
treated with quinine. After disappearance of the blood 
infection and before a relapse was due, smears were made 
with material obtained by spleen-puncture. These 
revealed a few uni- and bi-nucleate bodies of the same 
type as those found during the incubation period, which 
the authors also regard as an exo-erythrocytic stage of 
the parasite. C. A. Hoare 


581. The Behaviour of New Guinea Strains of Plas- 
modium falciparum and Plasmodium vivax when 
Cultivated in vitro 

R. H. BLack. Medical Journal of Australia (Med. J. 
Aust.) 2, 109-111, July 27; 1946. 12 refs. 


A description is given of the development of human 
malaria parasites in culture, using New Guinea strains of 
Plasmodium falciparum and P. vivax. The technique 
was as follows: With a glass rod passed through a 
cotton-wool plug into a test tube and bent zig-zag fashion 
at the lower end, the infected blood was defibrinated by 
Stirring. The defibrinated blood was then centrifuged 
for a short time, after which the serum was placed in the 
culture tube (8 ml. in a tube measuring 7-5 x 1-25 cm.) 


containing 0-1 ml. of 50% glucose solution. The infected 
erythrocytes were collected from the bottom of the 
centrifuge tube with the aid of a Pasteur pipette; and 3 
large drops were placed in the culture tube. This was 
twisted to mix the cells with the serum and incubated 
aerobically at 37°C. The serum, which was obtained 
both from the patient himself and from another donor, 
belonged to persons of blood group O (IV). The 
development of the parasites in culture was followed in 
samples, taken at frequent intervals by means of Pasteur 
pipettes with a long point drawn out to capillary fineness, 
and made into films which were stained with Leishman’s 
stain. Both strains underwent a complete sexual cycle 
of development in culture lasting 48 hours, but whereas 


P. falciparum produced a second generation which 


reached the trophozoite stage, the growth of P. vivax did 
not proceed beyond the first generation. In neither case 
were any gametocytes seen in culture. 

C. A. Hoare 


582. Use of Quantitative Parasite Inoculation Doses in 
Plasmodium vivax Malaria Therapy 

L. I. KAPLAN, H. S. READ, and F. T. BECKER. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 56, 65-73, July, 1946. 4 figs., 2 refs. 


An investigation is described into the use of definite 
numbers of Plasmodium vivax for malaria therapy. 
Experience had shown that after either natural or arti- 
ficial inoculation with P. vivax there is first of all a period 
of several days of remittent fever, with continuous low 
grade elevations of temperature up to 101° or 103° F. 
(38-3° or 39-4° C.), accompanied by severe malaise and 
exhaustion; later the therapeutically effective paroxysms 
reaching 104° F. (40°C.) or more occur. The initial 
period of remittent fever is considered to result from 
asynchronization of different broods of malaria parasites, 
apparently produced by the injection of a large number 
of organisms in different stages of schizogony, several 
days of clinical activity being required for the domination 
of a single brood and cycle. 

A series of 205 patients with neurosyphilis was inocu- 
lated with P. vivax; 58 patients received mosquito bites, 
3 to 6 mosquitoes from lots of known activity being used; 
26 patients were injected intradermally with approxi- 
mately 1,000,000 to 2,000,000 parasites in 0-2 ml. of blood 
from donors with parasite counts of approximately 
5,000 per c.mm.; 56 patients were given doses of 
1,000,000 to 5,000,000 parasites by intravenous inocula- 
tion directly from donor to recipient; 29 patients received 
6,000,000 to 25,000,000 while 36 were given 26,000,000 to 
150,000,000 parasites. Inoculations varied from 0-05 
to 10 ml. of blood according to the quantitative parasite 
count of the donor. Mosquito inoculation resulted in 
remittent fever for 3 or more days in 62% of cases; it had 
also the disadvantages of a difficult technique and a higher 
incidence of malaria relapses. Intradermal inoculation 
produced the shortest and least severe period of remittent 
fever, 76:9% of patients being affected for 2 days or less 
and 42-:3% not at all. The occurrence in susceptible 
persons of 18-8% of failures to “ take” on account of 
technical difficulties prohibited the routine use of this 
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method. With intravenous inoculation of from 1,000,000 
to 150,000,000 parasites in susceptible persons it was 
found that the higher the parasite dose the longer the 
period of remittent fever in the greater percentage of 
patients. The standard procedure recommended is the 
intravenous inoculation of 1,000,000 P. vivax parasites, 
determined by correlating the amount of inoculum with 
the quantitative parasite count of the donor. With this 
technique the period of remittent fever was 2 days or less 
in 67-9% and was absent altogether in 35-7% of patients. 
M. Mackenzie 


583. The Biochemistry of the Malaria Parasite. V. 
Mechanism of Pyruvate Oxidation in the Malaria Parasite 
J. F. Speck, J. W. MouLper, and E. A. Evans. Journal 
of Biological Chemistry [J. biol. Chem.] 164, 119-144, 
July, 1946. 57 refs. 


The metabolism of the malaria parasite is of interest 
because its study may lead to the production of chemo- 
therapeutic compounds capable of interfering with the 
series of reactions by which the parasite obtains its food 
supply. Earlier experiments have been carried out with 
intact parasitized erythrocytes, but by treating parasitized 
red cells with specific haemolytic sera it has been possible 
to investigate the metabolic mechanisms employed by 
Plasmodium gallinaceum when freed from cells. Both 
parasites and parasitized red cells respire at an appreci- 
able rate in the absence of added substrates, probably 
by oxidation involving the tricarboxylic acid cycle. 
The ability of free parasites to oxidize various substrates 
is about half that of parasitized red cells; the free 
parasites require something in the nature of a “ co- 
factor” to oxidize pyruvate at a maximum rate; 
co-factors are the dicarboxylic acids such as succinate, 
thiamine, diphosphothiamine, diphosphopyridine nucleo- 
tide, triphosphopyridine nucleotide, adenosine triphos- 
phate, and manganous ions. The mechanism for the 
oxidation of pyruvate probably involves the tricarboxylic 
acid cycle; malonate inhibits the oxidation of pyruvate. 
Oxidation of glucose and lactate by the parasites gives 
rise to acetate; this process is also inhibited by malonate. 

J. Dawson 


584. The Biochemistry of the Malaria Parasite. VI. 
’ Studies on the Nitrogen Metabolism of the Malaria 
Parasite 

J. W. MouLper and E. A. Evans. Journal of Biological 


Chemistry [J. biol. Chem.] 164, 145-157, July, 1946. 
16 refs. 


Apart from observations by Christophers and Fulton 
(Ann. trop. Med. Parasit., 1938, 32, 43) no systematic 
observations have been made on the nitrogen metabolism 
of malaria parasites. Cell-free extracts of parasites were 
prepared, Plasmodium gallinaceum being used. 

Parasitized erythrocytes metabolizing glucose con- 
sistently produced large amounts of amino-nitrogen; 
appreciable quantities of ammonia were not formed. 
The rate, however, decreased during the period of 
incubation although the oxygen consumption was main- 
tained. In the absence of glucose the increase in 
ammonia nitrogen was paralleled by an equivalent 


decrease in amino-nitrogen accumulation as compared 
with a control sample containing glucose. Thus malarial 
parasites can de-aminate amino-acids. Anaerobi 

liberation of amino-nitrogen was inhibited to the extent 
of from 40 to 80% both in the presence and in absence of 
glucose. Quinine and mepacrine inhibited amino. 
nitrogen formation. Oxidative processes appear to be 
necessary for a maximum rate of protein hydrolysis by 
malarial parasites. Cell-free extracts split acid denatured 
horse haemoglobin rapidly while natural horse haemo. 


globin is only hydrolysed slowly. J. Dawson 
585. Benign Tertian Malaria in England. (Corre. 
spondence] 

A. L. B. Stevens and G. G. B. BLACKMAN. British 
Medical Journal (Brit. med. J.] 2, 625, Oct. 26, 1946, 


Two cases of benign tertian malaria, in a girl of 17 
years and a man of 47, occurred in Oxford in Aug. and 
Sept., 1946; parasites were found in the blood in both, 
The girl had daily intermittent febrile attacks in the 
afternoon and complained chiefly of headache, while 
the man had fever every night but had no headache, 
Both patients are thought to have been infected in Oxford; 
they lived within 60 yards (54-8 m.) of each other and close 
to a slow-moving branch of the River Thames; neither 
had ever been abroad. The girl’s brother had had a 
relapse of benign tertian malaria with parasites in his 
blood in April, 1946, when on leave from Burma, and was 
then treated at home for a week; he was demobilized 
later and had lived at home since June 3 without further 
symptoms of malaria. J. F. Corson 
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586. The Treatment of Trypanosomiasis with p-Arsenoso- 
phenylbutyric Acid. 1. Results in 319 Cases of early 
Trypanosoma gambiense Infections 

H. Eacue. Public Health Reports (Publ. Hith Rep., 
Wash.] 61, 1019-1034, July 12, 1946. 16 refs. 


Three hundred and nineteen early human cases of 
T. gambiense infection have been treated with p-arsenoso- 
phenylbutyric acid in varying doses, and thereafter 
observed for varying periods up to a present maximum 
of 18 months. These cases, from the Belgian Congo, 
French Equatorial Africa, French West Africa, the Gold 
Coast, Nigeria, and Liberia, represent a reasonable cross- 
section of the disease with respect to age, sex, and ge0- 
graphic distribution. In all, either the blood, cervical 
lymph nodes, or both were shown to harbour trypano- 
somes. In 221 cases the spinal fluid was shown to be 
normal and in the others it could be assumed normal 
on the basis of the clinical findings. 

Of the cases known to have been treated in the early 
stage of the disease the results varied with the total of 
drug administered. Thus, at total dosages of 3:5, 3°5 
to 4-9, 5-0 to 6-4, and 6°5 or more mg. per kilo the inci- 
dence of observed failure to date has been 26, 10, 8, and 
4-5 respectively; and it is estimated that more than 90% 
of the cases can be cured by a total dosage of 6 to 7 mg. 
per kilo of body weight. 
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Within the limits of the present experience the thera- 
peutic efficacy of the compound has been independent of 
variations in the amount per injection, the number of 
injections, their frequency, or the total duration of treat- 
ment. The important consideration has been solely 
the total amount of drug received. 

In 12 patients intramuscular injections proved as 
effective as intravenous, and produced only transitory 
local reaction. Although most of the patients in the 
present series received an average dose of 0-4 mg. per 
kilo per injection as much as 2 mg. per kilo has been 
injected intravenously daily for 10 days with no untoward 
effects. The immediate reaction so often observed after 
the injection of tervalent arsenicals has been conspicu- 
ously uncommon, occurring after less than 1% of 4,000 
injections. Two of the patients died soon after a course 
of treatment. In one, there is no information as to the 
cause of death, the physician having left the village. 
The other is said to have been “ possibly a toxic reaction 
to arsenical 

Early infections with 7. gambiense may be definitively 
cured within 2 weeks by 12 to 14 daily injections at 0-5 mg. 
per kilo, or within 1 week by 6 to 7 injections at 1 mg. per 
kilo. Where daily injections are not feasible the same 
number of injections may be given at any desired interval, 
up to 1 week apparently, with equal therapeutic efficacy. 

G. A. H. Buttle 


587. Penicillin in Chagas’s Disease. With a on 
Chagas’s Disease in Ecuador 

K. V. EARLE. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 49, 74-76, Aug.—Sept., 1946. 1 fig., 
14 refs. 


The author notes that Chagas’s disease, which is 
common in various South American countries, also 
occurs in Ecuador, where it is transmitted by the reduviid 
bug, Triatoma dimidiata. In this paper an account is 
given of a case from the city of Guayaquil, where the 
disease is an urban one, without any known reservoir 
hosts of the infection, while the. vector commonly infests 
the primitive dwellings of the inhabitants. The patient, 
an adult, was found to be suffering from malaria (Plasmo- 
dium vivax) and trypanosomiasis, T. cruzi having been 
detected in fresh and stained blood films, while the 
examination of his faeces revealed eggs of Ascaris and 
Trichuris. Attempts to treat Chagas’s disease with 
mapharside (2 injections each of 0-06 mg.) having failed 
the author began penicillin therapy. On two successive 
days the patient received 5 injections, each of 10,000 
Oxford units, intravenously at 2-hour intervals. After 
the third injection the facial oedema was markedly 
diminished and no trypanosomes could be detected in a 
thick blood film. On the third and fourth days trypano- 
somes reappeared in the blood, but were again absent 
on the fifth day, when a second course of penicillin, 
lasting 2 days and administered as previously, was given. 
Trypanosomes could still be detected in blood films for 
8 days following the last course of treatment, though 
all clinical symptoms had disappeared. From the eighth 
day and to the time of writing (2 months later) the patient 
remained free of symptoms. 


The author is aware that in Chagas’s disease the 
trypanosomes may disappear spontaneously and warns 
“ against excessive optimism over the therapeutic possi- 
bilities of penicillin in this condition”. [The author also 
remarks that “ a fruitless effort was made to obtain either 
Bayer 205 or tryparsamide . . . two other recommended 
trypanosomicidal drugs”, though he was apparently 
aware that Chagas’s disease is “ notoriously resistant to 
the therapeutic agents commonly employed in other 
trypanosomal infections”, the only drugs having any 
therapeutic effect in this disease being Bayer 7602 and 
Bayer 9736, neither of which is mentioned in this paper. 
As regards penicillin, it has actually already been tested 
clinically by other observers but the results are con- 
flicting: while Talice (Arch. urug. Med., 1945, 27, 152) 
failed to produce any improvement with this drug, 
Mazza et al. (Publ. Mision Estud. Patol. region., Argentina, 
No. 70, 1945) reported satisfactory results.] 

C. A. Hoare 


588. Combined Adrenaline and Antimony Treatment in 
Visceral Infantile Leishmaniasis. (Sulla cura adrenalinica 
abbinata a quella antimoniale nella leishmaniosi interna 
infantile) 

T. Aversa and A. Crosca. Pediatria [Pediatria] 54, 
239-260, April-June, 1946. 18 refs. 


By way of introduction to their own experiences the 
authors give quotations from the literature on the effects 
of splenectomy in cases of visceral leishmaniasis resistant 
to antimony, and on the threefold action of adrenaline 
in reducing the volume of the spleen and producing 
leucocytosis and polycythaemia. They then give notes 
on 7 cases of children suffering from infantile leishma- 
niasis, treated by a combination of tartar emetic 
and adrenaline administered intravenously. The anti- 
mony was given every 3 days and the adrenaline daily, 
from 1/100 mg. up to 1/10 mg. In 5 cases both drugs 
were stopped together; in 2 the adrenaline was con- 
tinued alone for a further 3 weeks or so. The total 
amount of tartar emetic injected ranged from 430 to 
750 mg. and the adrenaline from 36 to 60 injections. 
In 5 of the patients the fever disappeared in 8 to 30 days 
from the beginning of the treatment; in 1 it persisted, 
and 1 never had any fever. The spleen was much re- 
duced in 3, moderately so in 2, not affected in 1, and in 
1 case, after a reduction, it enlarged again. The anaemia 
improved in 4; in 1 it became aggravated while the 
combined treatment was administered, but improved 
rapidly when the antimony was stopped and the adrena- 
line continued; leucocytes increased in 5 and reached 
normal counts in 3. As for the marrow, hyperplasia of 
the erythroblastic series was seen in 5; in 2 there was a 
primary increase, but this was not sustained. 

Detailed counts of the different blood cells in each of 
the 7 patients are presented in a series of tables. The 
conclusion was reached that the results of the combined 
treatment do not differ in any marked degree from those 
of antimony alone. The general state, the temperature, 
and the blood changes are, in the early stages of treatment, 
better than with the antimony alone and the spleen is 
reduced in size earlier, but at the end of the course 
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the spleen attains a size which may be even greater 
than with the antimony treatment alone. Neither the 
erythroblastic hyperplasia nor the curve of maturation 
of the red cells shows any change, and the combined 
treatment seems to be no more efficacious, in some cases 
even less so, than treatment with antimony alone. 

H. Harold Scott 


589. Cutaneous Leishmaniasis. Epidemiological Map 
of the Valencia Area. Therapeutic Considerations. 
(Leishmaniosis cutanea.—Mapa epidemiologico de la 
region Valenciana.—Consideraciones terapéuticas) 

J. BiGNe and J. GUILLEN. Medicina Espanola (Med. 
esp.) 16, 1-11, July, 1946. 4 figs. 


Since 1933, in which year cases of oriental sore were 
first reported to the Valencia Academy of Dermatology, 
much interest has been aroused in the study of the disease 
in thatarea. It was clear that many mistakes in diagnosis 
had been made in the past, and studies of old histological 
sections revealed that many labelled as tuberculous were, 


in fact, examples of leishmaniasis. The disease isendemic — 


in Catalonia, Valencia, and Andalusia. The authors 
consider that the disease is increasing in Valencia and the 
areas affected are more extensive than they were even a 
few years ago. 

Over 200 cases have been recorded in detail in recent 
years, some by the authors. A higher incidence of the 
disease was noted in river valleys than elsewhere. Over 
80% of the cutaneous lesions were on the cheeks. Kala- 
azar occurs round the south coast of Spain, and the 
authors observed some families in which 1 patient had 
this disease and another had cutaneous leishmaniasis. 
Several forms of the disease were noted, some with 
abscess formation, others of the verrucous or ulcerating 
type. No case of spontaneous cure was observed. 
They do not think that the use of a general, as distinct 
from a local, remedy is justified, but they make an 
exception if the cutaneous lesions are very numerous and 
in cases in which local applications have failed. Various 
antimony preparations have been tried in Spain with the 
usual successes and failures. The authors also refer to 
successes with quinine-bismuth-iodide. Various forms of 
local treatment have been tried including the injection of 
5% mepacrine solution by Flarer’s technique. This 
method leaves ugly scars. 

Summarizing their impressions the authors conclude 
that local freezing or the local injection of “* solustibosan ” 
gives the best results. Four maps are given to show the 
distribution of cases in the areas mentioned. 

G. C. Pether 


590. Amoebiasis in Italy 
G. W. Haywarp. British Medical Journal’ Brit. med. 
J.] 2, 457-459, Sept. 28, 1946. 7 refs. 


From July, 1944, to June, 1945, 252 cases of intestinal 
amoebiasis and 6 cases of acute hepatic amoebiasis were 
admitted to a New Zealand General Hospital in Italy; 
in 82 the disease was latent or chronic, the patients 
having been admitted for other diseases. Symptoms 
existed for from a few days to 18 months before admission. 


Diarrhoea occurred in 204 (81%); it was acute on admis. 
sion in 70 while 134 gave a history of mild recurrent short 
attacks. Blood and mucus in the stools occurred in 28, 
but 16 of these also had a bacillary infection. There was 
abdominal pain in 106 (42%). Lassitude and malaise 
were present, but there was little toxaemia or debility, 
Tenderness and thickening in the region of the caecum, 
present in 63%, were the most valuable physical signs, 
The liver was enlarged in 103 (41%), but 37 of these had 
coexistent infective hepatitis which was very prevalent at 
the time. Sigmoidoscopy showed abnormal conditions 
in 70% of the 252 patients, and this percentage would 
have been higher if the significance of slight changes had 
been realized earlier. Trophozoites of Entamoeba 
histolytica were not easily found (except in the acute 
cases) until strong purgation was used; calomel, 5 grains 
(0-3 g.) at night, and magnesium sulphate at 7 and 9 a.m, 
next day produced frequent watery stools, and a positive 
result was obtained in 1 day in nearly all cases so 
treated. Cysts were found in 5% only but concentration 
methods were not regularly used. There was usually no 
exudate. Radiographs showed a localized doming of 
the right half of the diaphragm in a few patients whose 
history and symptoms suggested chronic amoebic 
hepatitis; improvement after emetine treatment sup- 
ported the diagnosis. The barium radiograph had little 
diagnostic value. 

The author states that “‘ during the early part of this 
year the standard M.E.F. (Middle East Forces) treatment 
was used—emetine, 1 gr. (65 mg.) daily, with quinoxyl 
2:5% enemata for 10 days, carbarsone 0-25 g. twice daily 
for 8 days, followed by emetine bismuth iodide, 3 gr. 
(0-2 g.) for 12 days—and latterly the C.M.F. (Central 
Mediterranean Force) course—emetine, 1 gr. (65 mg.) 
daily for 3 days, emetine bismuth iodide 3 gr. (0-2 g.), 
concurrently with quinoxyl 2-5% retention enemata for 
10-12 days, followed by carbarsone, 0-25 g. twice daily 
for 8 days. All patients suspected of having amoebic 
hepatitis received 10 grains (0-65 g.) of emetine during 
the initial course and a further course of 6-10 grains 
(0-40-65 g.) after 3 weeks at the convalescent depot. 
The immediate results were good; only 9 cases relapsed 
and 226 patients returned to full duties. Of 103 patients 
with liver enlargement who were followed up none 
developed liver abscess. In 37 who had also infective 
hepatitis the liver enlargement was considered to be due 
to this; of the other 66, in one-half the liver returned to 
normal size after emetine treatment, and these were 
regarded as cases of chronic amoebic hepatitis, while in 
the other half the liver enlargement was thought to be 
due to chronic non-specific hepatitis. 

The author discusses the significance of this mild form 
of amoebiasis. The sigmoidoscopic appearances and 
the response to specific treatment showed that the amoeba 
was not a harmless parasite; it is important to find the 
amoeba and then a full course of treatment should be 
given, but emetine or emetine bismuth iodide should not 
be used empirically in all cases of chronic diarrhoea. 
Amoebic hepatitis is difficult to diagnose; when it is 
suspected on clinical grounds a course of emetine 
injections should be given. It is doubtful whether 
amoebic “ carriers ” with cysts in the stools only should 
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be treated; as the development of liver abscess cannot be 
forecast the author treats carriers with emetine bismuth 
iodide, quinoxyl, and carbarsone. J. F. Corson 


591. Amoebiasis 

J. P. Frercuer, A. A. DouGaANn, and G. K. SAMMON. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.] 55, 278-283, Sept., 1946. 7 refs. 


Routine examination of 104 prisoners of war from 
Hong Kong and Japan, who were admitted to the Chorley 
Park Military Hospital, Toronto, showed that 34 (33%) 
had Entamoeba histolytica in their stools; 11 of 36 
soldiers from the Central Mediterranean Force, 3 of 17 
from N.W. Europe, and 1 of 5 from Britain, were also 
infected. Six members of the hospital staff showed 
infection, which was probably acquired from these 
patients, and 2 other patients were also apparently 
infected in Canada. Though the term amoebic dysentery 
is freely used, dysentery is not a prominent symptom of 
amoebiasis in temperate climates, and care is needed to 
detect infection persisting in soldiers who have returned 
from the theatres of war. Most of the authors’ patients 
had become infected from 14 to 4 years previously and 
many had an enlarged and tender liver. 

The authors briefly describe the disease and give 
details of the routine medicinal treatment of their cases; 
this was on the usual recognized lines, chiniofon 
(“ yatren ’’) being given by the mouth instead of emetine 
The diet was “high protein, low 
residue, no alcohol ”’. 

Treatment.—Days 1 to 4, emetine hydrochloride 1 gr. 
(65 mg.) injected daily (omitted in certain cases); days 
5 and 6, chiniofon 4 gr. (0-25 g.) 3 times a day by mouth; 
days 7 to 13, chiniofon 8 gr. (0-52 g.) 3 times a day by 
mouth and, after a cleansing enema of sodium bicar- 
bonate, a retention enema of 200 ml. containing chiniofon 
2% and sodium bicarbonate 2%, retained for 4 hours; 
days 14-19, chiniofon 12 gr. (0-78 g.) by the mouth. 
The patient is in bed until the fourteenth day when he 
may get up and go out for walks. The faeces are ex- 
amined on the fifteenth day and, after purgation, on the 
twenty-first to twenty-fifth days. Most patients are now 
apparently cured and need no further treatment. If 
E. histolytica is still present or if symptoms persist a 
sigmoidoscopic examination is made, and if ulcers are 
present the chiniofon enemata are repeated for 7 
days. In either case further treatment is -given as 
follows: days 26 to 35, carbarsone 0-25 g. twice a day by 
mouth; crude liver extract 2 drachms (7 ml.) 3 times a 
day; chiniofon enemata if indicated. The faeces are 
examined, after purgation, on days 28 to 40. All the 
authors’ patients were apparently cured by this time, 
but any resistant cases would be treated with 
“diodoquin”. In all apparent cures the stools are 
examined after 2 to 3 weeks and 3 months. Amoebic 
hepatitis is treated with emetine for 9 days; abscess of 
liver or lung by emetine for 4 days; then aspirated or 
drained, then by emetine for 5 more days. Amoebic 
appendicitis is treated with emetine (9 days) and chiniofon, 
and surgically if necessary. 

Of the 57 cases, 9 were classified as severe chronic, 40 


as mild chronic, 4 as mild acute, and 4 as asymptomatic 
cases; 41 were apparently cured, 7 were still under 
treatment, and 9 had some residual condition such as 
enlarged non-tender liver or colitis. Diodoquin, 0-42 g. 
twice daily, may be given prophylactically for 30 days in 
places where there is risk of infection. 

J. F. Corson 


592. Frequency of Detection of Cysts of Entamoeba 
histolytica in Stools from Patients Apparently Recovered 
from Amoebic Dysentery 

H. F. Smitn. Medical Journal of Australia (Med. J. 
Aust.] 1, 916-919, June 29, 1946. 


The statistician to the Rubber Research Institute of 
Malaya, who was on the staff of the Japanese prisoner 
of war camp in Thailand, where work on the frequency of 
detection of cysts of E. histolytica in faeces was done, 
has made a statistical survey of the results. Six stools 
passed on successive days were examined from each 
of 1,015 patients apparently recovered from amoebic 
dysentery. About 1 c.mm. of faeces, preferably with 
blood and/or mucus otherwise than from the surface of 
the stool, was emulsified in saline, or occasionally weak 
iodine. The preparation, under a coverslip 18 mm. 
square, was searched under the two-third lens and selected 
areas examined under the one-sixth. The criteria used 
for E. histolytica cysts were size and shape of chromidial 
bar, thickening of wall, and size and visibility of nuclei. 
Statistical results are summarized in tables, one of which 
shows the frequency of positive findings in the 6 stools. 
This varied from 33% in 1 stool to 6% in 5 stools.. An- 
other table gives the initial observation in successive 
stools, the surprising thing being equalities of frequency 
in the fourth, fifth, and sixth stools, suggesting an 
indefinite continuation of positives. Results show a 
significant tendency for patients with moderate or light 
infections to pass over a few days a larger number of 
cysts than their average. Analogous classification of the 
same data concerning negative findings, given in another 
table, appears to indicate that the periodicity of quiescent 
times is at random. A negative association is suggested 
by the table giving the association of cysts of E. histolytica 
with such other findings as epithelial and pus cells, red 
blood cells, and Charcot-Leyden crystals. In patients 
passing both E. histolytica cysts and other organisms 
there is no observable tendency to pass both on the same 
or different days. 

The author states the problem to which he seeks an 
answer as: “‘ How many specimens selected according 
to an agreed method of sampling must be examined in 
order to determine with a stated probability that a 
patient’s residual infection may be not greater than a 
stated intensity ?”’ It is best to take random samples 
over a long period, up to one year, but samples at regular 
intervals may be more convenient and the error is trivial. 
This is one aspect of sampling. The other, the sampling 
of individual stools, is more complex. Cysts from ulcers 
high in the colon are likely to be mixed throughout the 
faeces, those from lower down are more likely to be 
found in the outer layer. Stools may be emulsified in 
saline and a measured quantity used for estimation, but 
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this was not done in this work. Statistical equations and 
tables are given with the resulting estimations that in 
persons passing 1,000, 10,000, and 100,000 cysts per day 
the number of stools to be examined to obtain a 50% 
probability of observing one cyst would be 220, 22, and 
2 or 3 respectively. In a patient passing 1,000,000 
cysts per day examination of 2 stools gives the probability 
of failure of one in 1,000. No dependable estimates of 
the number of carriers likely to be missed in varying 
numbers of examinations can be obtained from the data 
given. A. M. McGrath 


593. Amebiasis among the American Armed Forces in 
the Middle East 

E. J. TALLANT and A. L. MatseL. Archives of Internal 
Medicine [Arch. intern. Med.] 77, 597-613, June, 1946. 
19 refs. 


This report covers the period from Nov., 1942 to Nov., 
1944, and describes the experience of amoebiasis of the 
38th General Hospital of the United States Army in the 
Middle East. Investigations to determine the incidence 
of amoebiasis in the native population showed that 
90% of the native workmen had one or more patho- 
genic organisms in the stool. Seventy-seven members of 
the mess personnel, all American soldiers, had monthly 
stool examinations following an aperient over a period of 
2 years; 36°4% showed E. histolytica on one occasion. 
Of the members of the hospital staff who complained of 
abdominal symptoms 17-8% suffered from symptomatic 
infection with E. histolytica during the 2-year period. 
Out of the 1,596 patients admitted with diarrhoea 27-9% 
were infected with E. histolytica. 

The patients in this series were divided into the follow- 
ing types: (1) those with acute amoebiasis (49-2°%); 
(2) those with chronic amoebiasis (12-9%%); (3) asympto- 
matic carriers (26-1%); (4) those with concurrent bacillary 
and amoebic infections (11-4%); (5) those with hepatic 
abscess (0-4%). Analysis of the various tables shows that 
62-2% of the patients were either symptom free or had 
only mild signs and symptoms on admission; that 75-6% 
of the patients did not have diarrhoea or had fewer than 
5 stools in each 24 hours; and that abdominal pain and 
tenderness were the most consistent features of the series. 
Pyrexia above 100° F. (37-8° C.) and leucocytosis were 
uncommon. The patients’ statements about the charac- 
ter of the stools as well as the actual naked-eye appearance 
of the stools are not considered reliable. On sigmoido- 
scopic examination the bowel appeared normal in 10-1% 
of the patients acutely ill, in 10-2% of the patients 
chronically ill, and in 75% of the carriers. In 132 of the 
170 cases examined, or 78-9%, there were positive sig- 
moidoscopic findings. 

The presenting symptom in 78-3°% of the series was 
intermittent mild diarrhoea with occasional periods of 
constipation; those who gave no history of diarrhoea 
complained of intermittent pain in the lower abdomen 
and lower back and of tiredness. As regards diagnosis 
the authors examined fresh suspensions in warm saline 
of both liquid stools and sigmoidoscopic washings; 
3 successive negative daily stools were required before 
the patient was pronounced free from infection. 
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Asymptomatic carriers as well as infected patients were 
treated. Those with mixed infections received courses 
of 120 g. of sulphaguanidine or of 30 g. of sulphadiazine 
concurrently with amoebicidal drugs. The standard 
course of treatment consists of daily intramuscular 
injections of emetine hydrochloride 0-064 g. for 6 days, 
with the concurrent oral administration of carbarsone 
0-25 g. thrice daily for 7 days. Thereafter “* diodoquin” 
0-6 g. was given orally thrice daily for 7 days; when this 
drug was not available carbarsone 0-25 g. twice daily, 
or chiniofon 1 g. thrice daily, was substituted during the 
second week. Thiamine hydrochloride 0-01 g. was 
given daily together with the emetine injections, rest jn 
bed was enforced, and a bland diet, high in protein and 
low in carbohydrate, provided. Carriers were treated 
as described above, except that they received only 3 
injections of emetine. Patients continuing to harbour 
E. hjstolytica after a course of treatment were given a 
retention enema of 200 ml. of a 2% carbarsone solution 
in 2% sodium bicarbonate, preceded by a cleansing 
enema of 2% sodium bicarbonate on 5 consecutive days. 

The results of treatment showed that 3-9% of those 
treated with emetine and 2 courses of carbarsone, 2°8% of 
those treated with emetine, carbarsone, and diodoquin, 
and 2-7% of those treated with emetine, carbarsone, and 
chiniofon (a total of 3-3% of all patients) failed to respond 
satisfactorily to a single course of therapy. The average 
period of hospital care for the entire series was 20-9 
days. 

Finally, the authors stress the necessity for suspecting 
amoebiasis in the case of patients who have resided in 
endemic areas and who present a history of intermittent 
loose stools alternating with normal stools, mild inter- 
mittent abdominal pain, tiredness, and vague psychoso- 
matic complaints, among which are irritability, restless- 
ness, and gastro-intestinal dysfunction. 

Geoffrey McComas 
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594. An Efficient Concentration Method (AEX) for 
Detecting Helminthic Ova in Feces (Modification of the 
Telemann Technic) 

E. H. LouGuiin and N. R. STOLL. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 26, 517-521, 
July, 1946. 15 refs. 


The authors describe a modification (AEX) of the 
Telemann acid-ether technique for concentration of 
helminth eggs in faeces in which acid of lower specific 
gravity (1030) is employed and a xylol-ether mixture 
replaces ether alone. The use of less dense hydrochloric 
acid provides satisfactory disintegration of faeces and 
promotes the sedimentation by centrifugation of all 
species of helminth ova, including those, such as infertile 
ascaris ova, which are so light as to be lost by the original 
technique. Admixture of xylol with the ether reduces 
the stickiness of the coagulum of faecal debris and pre- 
vents the foaming which occurs with ether alone. The 
exact procedure is as follows: 


Four g. of faeces are shaken up with 56 ml. of water and 
set aside for several hours or: overnight. Comminution is 
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leted by vigorous shaking with glass beads. After 
ier sgitation to produce even distribution of the eggs in 
the faecal suspension 1-5 ml. is immediately transferred to a 
15-ml. centrifuge tube; 3-5 ml. of 20% hydrochloric acid is 
added, the tube is closed with a rubber stopper, shaken for 
1 minute, and allowed to stand for 2 minutes. Five ml. of 
freshly prepared mixture of equal parts of ether and xylol is 
added and the sample again agitated for 1 minute. Centri- 
fugation at 2,000 r.p.m. for 2 minutes follows, after which the _ 
semi-floating coagulum from the walls of the tube is removed 
with a thin wooden applicator. Supernatant fluid is carefully 
ured off, adherent coagulum is removed from the inside of 
the tube with an applicator covered with gauze, and a drop of 
N/10 sodium hydroxide solution is added to the undisturbed 
sediment. After thorough mixing with a capillary pipette 
the entire suspension is transferred to a glass slide and a 
cover-glass placed on it. The whole preparation is examined 
for eggs, those found being from 0-1 g. of the original 


specimen. 

Tables showing the comparative efficiency of AEX, 
the original Telemann technique, and Lane DCF method 
are given; it is claimed that AEX proved superior to the 
others in establishing a diagnosis as well as in egg 
recoveries, particularly in the case of infertile Ascaris eggs 
and the ova of Schistosoma and Hymenolepis. Further, 
the method revealed ova, for instance, of Metagonimus 
from formalin-preserved material when none was shown 
by the other methods. In a helminthic survey under 
field conditions AEX proved a reliable diagnostic pro- 
cedure. Unfortunately it is not stated whether AEX is 
effective in the recovery of protozoan cysts, which is 
necessary in faecal examination for general parasito- 
logical surveys, and no comparison is made with zinc 
sulphate centrifugal flotation, by means of which both 
cysts and ova are revealed. A useful bibliography is 
appended. J. M. Watson 


595. Intestinal Helminthiasis: Clinical Survey of Six 
Hundred and Eighteen Cases of Infection with Common 
Intestinal Helminths in Children 

N. H. Ernnorn and J. F. MILter. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 26, 497-515, 
July, 1946. 14 refs. 


This is the latest of the interesting series of papers by 
these authors on intestinal helminthiasis in children in 
Panama and presents a summary of the clinical data 
obtained in the complete survey. Those interested 
should also consult the previous papers. Commonest 
infestations were ascariasis, ancylostomiasis, tricho- 
cephaliasis, oxyuriasis, and strongyloidiasis; poly- 
parasitism was frequent. Oxyuriasis occurred most 
frequently in areas where personal hygiene and living 
and environmental conditions were at a high level; it 
was commonest in white children and, except in infancy, 
was evenly distributed through pre-school age, thence 
gradually decreasing into adult life; distribution be- 
tween the sexes was equal. Ancylostomiasis, ascariasis, 
and trichocephaliasis occurred predominantly in areas 
where personal hygiene and living and environmental 
conditions were at a low level and favoured soil pollu- 
tion; the highest incidence was in mestizos and the 
lowest in white children, negroes being intermediate, a 
logical result of living conditions and not of racial sus- 
ceptibility; boys were more commonly infested than 
girls. Young children were more commonly and heavily 


infested with Ascaris and Trichocephalus than older 
children, and showed a graver clinical picture. Ancylo- 
stomiasis was the least common infestation during pre- 
school age. Polyparasitism was uncommon before the 
age of 2, and incidence then increased up to the age of 5. 
Helminthiasis frequently caused no serious symptoms or 
symptoms were ignored by parents, 60% of patients 
being seen by a doctor for diagnosis and treatment of 
unrelated associated diseases. 

The symptomatology of each infestation is discussed, 
with illustrative tables. Clinical features of each infesta- 
tion are explained on a basis of point of attack of parasite 
—Enterobius, for instance, irritates the perianal region, 
Trichocephalus and Strongyloides irritate the bowel, 
Ascaris robs the host of food and produces blockage or 
perforation of the bowel; migrating larvae produce 
symptoms by invasion of other organs. Ancylostoma 
ingests blood, depriving the host of necessary iron. In 
polyparasitism symptoms were often governed by the 
predominant parasite. The clinical picture often per- 
mitted diagnosis before stool examination. Anaemia 
occurred in ancylostomiasis and trichocephaliasis but 
was not important in other infestations. Eosinophilia 
occurred in 11% of patients. 

Various drugs were tried in treatment, using standard 
therapeutic doses, but none was entirely satisfactory. 
Oil of chenopodium was both ineffective and toxic. 
Tetrachloroethylene was unsatisfactory in oxyuriasis, 
trichocephaliasis, ascariasis, and strongyloidiasis, but 
was highly effective as an ancylostomicide. Hexylre- 
sorcinol was ineffective in oxyuriasis, reduced the number 
of parasites in strongyloidiasis, and was effective in 
removing Ascaris and Ancylostoma. Gentian violet was 
successful in oxyuriasis, reduced the number of parasites 
in strongyloidiasis, but was without benefit in ascariasis, 
ancylostomiasis, and trichocephaliasis. Infusion of 
quassia chips relieved symptoms and was moderately 
effective in oxyuriasis. Léche de Higuer6én was ineffec- 
tive in treatment of oxyuriasis and trichocephaliasis but 
merits further trial. Intensive therapy with hexylre- 
sorcinol and tetrachloroethylene was sometimes effective 
in strongyloidiasis. It is important that anthelmintic 
therapy should be supplemented by balanced diets 
adequate in calories and vitamins; if anaemia is present 
administration of iron or even blood transfusion may be 
necessary. Protection against re-infestation by sanitary 
disposal of faeces to reduce soil pollution with em- 
bryonated ova is essential. J. M. Watson 


596. A Case of Infection with Fasciola hepatica. 
(Sur un cas de distomatose du foie) 

M. LoePerR, —. COURJARET, and —. TRELAT. Progrés 
Meédical [Progrés méd.] 74, 339-341, Aug. 10, 1946. 
19 refs. 


Human fascioliasis (distomatosis), formerly rare in 
France, has been more frequently reported since 1939, 
partly because the parasite is more commonly looked for 
in febrile and hepatic conditions and partly because war 
circumstances have facilitated infection with it. A case 
of fascioliasis is described in which the symptoms were 
at first purely feverish, liver involvement only becoming 
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apparent later. A correct diagnosis was somewhat 
tardily arrived at and confirmed by the finding of ova in 
bile obtained by duodenal sound. There was a very 
high eosinophilia (64°%%) but no eggs were found in the 
faeces. Emetine treatment by injection in a dosage of 
40, 80, and 100 mg. daily was instituted and produced 
immediate amelioration of the fever and a spectacular 
drop in the eosinophilia. Treatment was continued for 
10 days and led to complete disappearance of symptoms. 
There was suspicion of pulmonary involvement but this 
was not confirmed. With regard to the general question 
of fascioliasis in man, the authors differentiate 3 groups 
of cases from the clinical point of view, according to 
the predominating symptoms—febrile, intestinal, and 
hepatic. Stress is laid on the diagnostic importance 
of liver enlargement, high eosinophilia, and the occurrence 
of ova in bile obtained by duodenal intubation. The 
occurrence of ova in the stools is not diagnostic since it 
may arise from the ingestion of infested liver. Eosino- 
philia persists above normal for months or even years 
after successful treatment. Urticaria may occur. 
Migration of the parasite into the lungs, which may be 
detected by radiography, gives rise to respiratory 
symptoms. The liver lesions caused by Fasciola hepatica 
in animals are well known but have been little studied 
in man. In human cases they include cholecystitis, 
cholangitis, purulent abscesses, and biliary calculi, 
but ascites due to portal obstruction and secondary 
neoplasms have not been reported in man. Calcifica- 
tion of the parasite in situ may occur after its death. A 
brief outline of structure and life-history of the parasite 
is given and methods of treatment are discussed. The 
authors conclude that the emetine treatment which they 
employed in the case described is superior to the use of 
carbon tetrachloride, pelletierine, male fern, thymol, or 
oxyquinoline. Attempts to increase the efficacy of 
treatment by using emetine in conjunction with acetyl- 
choline and atophan (cinchophen=2-phenylcinchoninic 
acid) to increase choleresis were unsuccessful, as was also 
the use of a sulphonamide, but the authors believe that 
an improved treatment might be attained by combining 
emetine or extract of male fern with a choleretic drug. 
Infection is almost invariably contracted by the con- 
sumption of raw cress. J. M. Watson 


597. Endemic Indices in Trematode Infestation. (Indices 
endemicos de infestacién trematddica) 

P. Kourt and F. J. AGuiLar. Revista de Medicina 
Tropical y Parasitologia Bacteriologia, Clinica y Labora- 
torio [Rev. Med. trop. Parasitol.] 12, 57-59, April-June, 
1946. 1 fig., 3 refs. 


This paper deals with what are termed ‘“* endemic 
indices ” of trematode infections, with special reference 
to gasteropod molluscs as intermediate hosts in Cuba. 
It records some preliminary work on the percentage of 
different species of snails occurring in random samples 
collected in different parts of Cuba (malacological indices) 
and the percentage of snails of various species (Ampullaria 
paludosa, Subulina octona, and Praticolella griseola) which 
are infested with cercariae (cercarial index). Reference is 
made to the life-cycle of Platinosomum fastosum, Kossack, 
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1910, a common parasite of cats in Cuba of which 
Subulina octona is first intermediate host. The trematode 
species to which belong the cercariae obtained are not 
stated, experimental infections of newts and cats having 
proved negative. The authors stress that the malacalo. 
gical index varies with the topographical conditions of 
the country, even within the limits of a single estate. 
[The medical interest of this paper lies in the conception 
of endemic indices, since human trematode infections are 
of little clinical importance in Cuba.]_ J. M. Watson 


598. The Relative Efficiency of Water Centrifugal Sedi- 
mentation and other Methods of Stool Examination for 
Diagnosis of Schistomiasis Japonica 

B. J. Baroopy and H. Most. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 31, 815-823. 6 refs, 


For a period of | year the authors examined more than 
2,500 stool specimens from 800 patients with suspected 
or proved schistosomiasis japonica. The relative 
efficiency of various stool techniques is recorded, and a 
new method, found to be more efficient than other 
routine or special methods for detection of eggs of 
Schistosoma japonicum, is described, known as the 
“modified water centrifugal sedimentation method”; 
it is as follows: 

Place from 10 to 15 mg. of the faeces in a 125 ml. Erlen- 
meyer flask containing about 100 ml. of lukewarm water, 
Insert a rubber stopper and shake vigorously for | to 2 
minutes, or until the particles are in fine suspension. Strain 
the emulsified faeces through 2 layers of wet gauze into a 
50-ml. centrifuge tube with teated bottom (height, 4} in. 
(12 cm.), diameter, in. (2-5 cm.)). Centrifuge at 1,500 r.p.m. 
for 30 seconds. Decant the supernatant fluid and add tap 
water of about 40° C. to the 50 ml. mark. Insert the rubber 
bung and shake several times until the sediment is finely 
dispersed. The warm water causes a scum to rise to the 
surface. Repeat procedures 3 and 4 until the supernatant 
fluid is clear; 3 washings and 3 centrifugations are usually 
sufficient. Pour off the clear supernatant fluid and disperse 
the packed sediment by gentle tapping. Place 4 drops of the 
mixed sediment on a glass slide and cover with a large cover- 
Slip. Make at least 2 slides. Examine under the low 
power of the microscope. If slides are negative for schisto- 
soma eggs add about 10 drops of water to the remaining 
sediment, leave overnight in a warm place, and examine on 
the following day for miracidia. The entire contents of 
the tube can be placed ona large slide and examined under the 
dissecting microscope. 

Comparison of stool examinations by water centri- 
fugation and by other methods yielded the following 
results: (a) 1,026 consecutive faecal specimens (from 
171 treated patients) not containing grossly visible blood 
or mucus were examined simultaneously by water centri- 
fugation and by direct examination. Specimens from ten 
patients were positive by direct smear; an additional 39 
were positive by water centrifugation. (5) Fifty specimens 
containing grossly visible bloody mucus were examined 
by direct smear of the material and 45 (or 90°) were 
positive. One additional specimen was found positive by 
water centrifugation. (c) The zinc sulphate method was 
found to have no value in the diagnosis of S. japonicum, 
but was valuable in detecting protozoan cysts and larvae 
and eggs of some helminths. (d) No patients with 
schistosomiasis japonica were discovered by the brine- 
flotation method, which was applied at least once in all 
patients. (e) Fifty specimens from different patients 
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found positive by water centrifugation were examined by 
the acid-ether technique; only 16 positives were found. 

A comparison of all methods in a series of 50 consecu- 
tive stools positive for S. japonicum was made. Zinc 
sulphate and brine flotation failed to detect a single 
infection. Direct examination of bloody mucus was 

itive in 7 out of 8 faecal specimens. The acid—ether 
method detected 16 (or 32%) positives among the 50 
specimens, whereas the water-centrifugation method 
detected 47 (or 94%). The remaining 3 were positive 
by direct smear of bloody mucus and negative by water 
centrifugation. 

The authors recommend the following stool procedure 
in the diagnosis of schistosomiasis japonica: (a) Careful 
visual examination of the gross stool for the presence of 
blood and mucus. (6) Direct smear examination of 
this material, if present. (c) Water centrifugal sedi- 
mentation of all specimens not containing grossly visible 
bloody mucus, and specimens negative by direct smear of 
bloody mucus if present. (d) Routine zinc sulphate 
and brine flotation for the detection of protozoa and 
helminths, other than S. japonicum, which may or may 
not be found by water centrifugation. 

From 20 to 30 stool examinations during a period of 
from 4 to 6 weeks were required to detect light asympto- 
matic infections in a group of untreated patients. The 
authors recommend that stool examinations should be 
begun 30 days after completion of treatment and con- 
tinued for from 8 to 10 weeks (3 stools weekly). Most 
treatment failures were discovered from 5 to 12 weeks 
after completion of therapy with “‘fouadin” or tartar 
emetic. Joyce Wright 


599. Schistosomiasis Japonica. Diagnosis and Treat- 
ment in American Soldiers 

P. K. Mason, W. B. DANiELs, F. K. PAppock, and H. H. 
Gorpon. New England Journal of Medicine [New Engl. 
J. Med.) 235, 179-182, Aug. 8, 1946. 7 refs. 


American soldiers became infected with Schistosoma 
japonicum in Leyte, one of the Philippine Islands, which 
they invaded in October, 1944. Several weeks after expo- 
sure to infection they had symptoms of the early stage 
of the disease—fever, anorexia, mild diarrhoea, and 
abdominal pain and, in some cases, urticaria and jaundice. 
Nearly all were treated there with injections of stibophen 
(a few received tartar emetic) and after 4-6 months they 
were sent back to hospitals in the U.S.A. The present 
paper refers to 481 of these patients treated by the authors 
ata hospital in the U.S.A.; it will be followed by a more 
detailed report. The dissemination of knowledge of this 
disease is desirable in the interests of the patients dis- 
charged from hospitals and the Army and scattered 
throughout America. There is little or no risk of 
spread of the disease in the U.S.A., as no potential 
intermediate snail host has yet been found there. 

On admission the men were convalescent and had no 
symptoms except recurrent cramps in the upper abdomen; 
the liver was slightly enlarged in 10%. They were treated 
and observed for 3 months or more, and were finally 
discharged well and with no disability, but were advised 
to have their stools examined every 3 months for a year. 
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The stools were examined frequently by direct smears 
and, when these were negative, after concentration by the 
modified sedimentation method of Barody; this consists 
in shaking 5 g. of faeces in 35 ml. of tap water, straining 
the suspension through a layer of surgical gauze, and 
centrifuging 3 or 4 times at 1,000 r.p.m. for 1 minute. 


_ Ova were found in 31%, and when the findings overseas 


were added 80% of the patients were proved to have 
schistosomiasis while in the rest the history was very 
characteristic of the disease. In about 10% ova were 
found only after at least 12 examinations. Persistent 
eosinophilia, especially above 10%, was suggestive though 
not diagnostic of the disease. Other helminths were 
found in a considerable proportion of the patients. 

Stibophen in 6-3% solution was given intramuscularly; 
the doses were 1-5, 3-5, and 5 ml. on successive days 
followed by 5 ml. on alternate days up to a total of 65 ml. 
(0-57 g. of antimony) in 25 days. Tartar emetic was given 
to other patients intravenously every other day in 0-5% 
solution in 5% dextrose in normal saline, at a maximum 
rate of 8 ml. a minute; the initial dose of 8 ml. was 
increased by 4 ml. at each injection up to 24 ml., and this 
dose was continued on alternate days up to a total of 
240 ml. (0-58 g. of antimony) in 29 days. 

Tartar emetic produced very little toxic reaction; in 
over 2,000 injections given to 102 patients the treatment 
had to be stopped in only 2 patients. The reactions were: 
transient cough (71%), nausea (15%), and transient 
shoulder pain (75%). The T wave of the electrocardio- 
gram was diminished in all patients treated with tartar 
emetic and in about half of those treated with stibophen, 
but no clinical signs or symptoms of heart damage were 
present and the wave returned to normal at the end of 
treatment. Antimony appears to cause a minor transient 
impairment of liver function. 

The two drugs were compared in 100 patients, taken 
alternately, who had ova in the stools; the patients were 
observed for several months after treatment, and it was 
found that 81° of the tartar emetic group but only 18% 
of the stibophen group were apparently cured (negative 
stools). The authors state, however, that no final 
conclusion on the relative merits of the two drugs can be 
formed until cases have been followed up for several 
years; the arbitrary time of 1 year of follow-up may 
require alteration. J. F. Corson 


600. Treatment of Tapeworm Infestation by Diathermy. 
(Traitement du taenia par la d’arsonvalisation) 

—. RoucayroL. Journal de Radiologie et d’Electrologie 
[J. Radiol. Electrol.] 27, 228, 1946. 


The discovery that recto-abdominal diathermy usually 
leads to the expulsion of the parasite in cases of infestation 
with tapeworm was purely accidental. This short paper 
reports 10 cases of successful expulsion of tapeworm 
(apparently Taenia solium) by diathermy applied through 
an intrarectal electrode, of a type which allows regulation 
of the temperature, the second electrode being con- 
stituted by a large abdominal and an equally large 


_lumbo-sacral flat electrode wired together. The number 


of treatments required for a cure varied from 4 to 8. 
No further details of the technique are given, but the 
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reader is referred to a publication by the author entitled 
La d’arsonvalisation directe dans le traitement de la 
blennorragie, Paris, 1929. A. Orley 


601. Echinococcosis in Iceland 

N. DUNGAL. American Journal of the Medical Sciences 
[Amer. J. med. Sci.) 212, 12-17, July, 1946. 1 fig., 
10 refs. 


The author reviews previous statistics regarding 
hydatid disease in Iceland, and notes that they were 
based on the number of echinococcus patients and were 
therefore not only inexact but also certainly an under- 
estimate. His own figures are based on findings at 
1,231 necropsies performed from 1930 to 1944, Sixty 
hydatid cysts were found, but of these 54 occurred in 
persons over 50 years of age. Thus the younger genera- 
tion is practically free from this disease, the high infesta-, 
tion rate present among the oldest age groups being 
a relic of the past, when the population -was more 
heavily parasitized than even the highest estimates sup- 
posed (30 to 50%). Decrease in parasitism is due to 
(1) education of the population; (2) prevention of 
access of dogs to sheep entrails; (3) regular anthel- 
mintic treatment of dogs; (4) earlier slaughtering of 
sheep ; and (5) migration of rural population to towns 
with consequent diminished exposure. In 56 out of the 
60 cases the cysts occurred in the liver, 67% of them in 
the right lobe; 19 were multiple. No primary cysts 
were found in the lungs. Ten per cent. of the parasites 
had been clinically manifest before death. Three cases 
of special interest are described, in 1 of which an 
abdominal cyst 50 cm. in diameter and containing 
16 litres of fluid was found. J. M. Watson 


602. Testing Arecoline Hydrobromide as an Anthel- 
minthic for Hydatid Worms in Dogs 

E. J. BATHAM. Parasitology [Parasitology] 37, 185-191, 
Aug., 1946. 4 figs., 3 refs. 


This investigation arose from the official introduction 
of arecoline hydrobromide as a compulsory anthelmintic 
for dosing dogs in the attempt to reduce the high inci- 
dence of hydatid disease in New Zealand. The methods 
used, which can be employed in the biological assay of 
other anthelmintics, are described in detail. It was 
found that with oral doses of 34; up to } gr. per 10 Ib. 
(0-45 to 3-55 mg. per kilo) body weight 95% of hydatid 
worms (Echinococcus) were removed. High dosage 
rates increased vomiting and convulsions without marked 
increase in efficiency of worm removal. The recom- 
mended dose is ;'5 gr. per 10 Ib. (0-9 mg. per kilo) body 
weight, though half or double this dose is equally 
suitable. No dog was killed by arecoline. Three doses 
were required to “clear” a dog. Subcutaneous injec- 
tion of arecoline in water was ineffective. Arecoline 
was equally effective against other tapeworms (Taenia 
spp. and Dipylidium), removed 50% of ascarides (Toxo- 
cara), and failed against hookworms (Uncinaria). 
Arecoline solutions were investigated for their effect 
on isolated Taenia proglottides in vitro, and were found 
to cause extreme and prolonged relaxation but not death 
when the concentration was 0-001°% or more. 


The anthelmintic action of this drug appears to be due 
to its effect in (1) causing relaxation of the worm, and 
(2) purging the host, so that detached worms are expelled 
from the body. 

Arecoline is the active principle of betel nut, a decoc. 
tion of which in water has been used in China ag q 
taeniafuge since ancient times, and has the advantage of 
needing no accompanying purgation (Liu, Chin. meq 
J., 1936, 41, 134). J. M. Watson 


603. Human Strongyloidiasis with Internal Autoinfection 
P. H. Hartz. Archives of Pathology (Arch. Path] 4 
601-611, June, 1946. 11 figs., 9 refs. : 


A case is described of a negro who died of dementia 
paralytica and was found at necropsy to be infected with 
Strongyloides stercoralis. Since the necropsy was con. 
ducted within an hour of death exceptionally favourable 
conditions obtained for the histological examination of 
the infected organs and for the investigation of the 
internal auto-infection which is alleged to occur with this 
parasite. The organs were fixed in Bouin’s or Orth’s 
fluid and embedded for sectioning by Péterfi’s methyl- 
benzoate-celloidin method; a variety of stains were used, 
The histological findings are described in detail and 
illustrated by photomicrographs. Those interested in 
this aspect of the disease should read the paper in the 
original. 

Adult worms, which were not numerous, were found 
only in the duodenum, where they occurred mainly in the 
stroma of the villi or in the intervillar spaces. There 
were larvae throughout the small intestine and colon. 
Eggs and earlier developmental stages were found 
exclusively in the epithelium, while older (rhabditiform) 
larvae seemed to have migrated into the crypts or the 
intestinal lumen. After transformation into filariform 
larvae the young worms invaded the submucosa and 
other layers of the intestinal wall by enteriag the crypts 
of Lieberkiihn. Apparently further development into 
the sexually mature adult stage was not observed. The 
adult worms provoked little tissue reaction, but eggs and 
young larval stages were completely surrounded by 
sheaths of epithelial cells. The invading filariform larvae, 
however, provoked inflammatory reactions of greater 
intensity, causing the formation of numerous small 
granulomas composed of histiocytes, giant cells, plasma 
cells, and large numbers of eosinophil leucocytes. The 
presence of the larvae in the lymphatics provoked 
granulomatous endolymphangitis, often with encapsula- 
tion of the larvae, obliteration of the involved lumina, 
and consequent dilatation of the non-obliterated peri- 
pheral parts of the vessels. Large, rounded, finely 
vacuolated histiocytes predominated, in contrast to 
filarial endolymphangitis, in which oval or elongate 
epithelioid cells predominate. Actual disintegration of 
larvae was observed though leucocytic invasion was 
rarely seen. Intact larvae were found in lymph vessels 
and small venules of the intestinal submucosa.  Filari- 
form larvae enclosed in eosinophil granulomas occurred 
in the liver, while in one mesenteric lymph node a partially 
disintegrated larva was surrounded by neutrophil and 
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HELMINTH INFECTIONS 


eosinophil leucocytes and histiocytes. The lungs were 
apparently not examined. In several places there was 
acute inflammation of the duodenum, probably caused 
indirectly by the parasites, since cavities formed by them 
contained large numbers of micro-organisms. 

The author thinks it probable that the extensive altera- 
tions of the colon caused important functional dis- 
turbances, and that this case provides reliable evidence 
for internal auto-infection by larvae of S. stercoralis. He 
stresses the importance of rapid fixation of tissues after 
death; otherwise autolysis and putrefaction may render 
the value of subsequent microscopical examination 
illusory. In contrast to earlier workers he finds pro- 
nounced cellular reaction in the deeper tissue of the 
intestinal wall. [Those interested should consult for 
further information Faust and De Groat (Amer. J. trop. 
Med., 1940, 20, 359) and Torres and de Azevedo (Livro 
Jubilar do Prof. L. Travassoo, 1938).} 

J. M. Watson 


604. Ascariasis in the Canaries. 
Canarias) 
J. Bosch Mittares. Medicina Colonial [Med. colon.} 
8, 181-213, Sept. 1, 1946. 8 figs. 


As the Canaries lie on the main traffic routes between 
Europe, Africa, and America, many of the inhabitants 
might be thought to suffer from tropical diseases brought 
in from other countries. But in fact, apart from Ascaris 
and Oxyuris infections, these are rare. The author finds 
that in cases of infestation of the gut with Ascaris the 
most usual symptoms are diarrhoea, fever, or obstruc- 
tion. The diarrhoea is of fermentative type and may be 
wrongly diagnosed unless the stools are carefully 
examined. Cases with headache often exhibit fever, 
thirst, and slight splenic enlargement. If obstruction is 
present it is frequently due to spasm from irritation of 
the bowel. Some of the cases seen by the author had 
been operated on for intussusception or appendicitis 
apparently excited by the worm. He has also seen cases 
of infection of the liver and bile passages, some of which 
went on to abscess formation. Some cases may simu- 
late infective hepatitis. One case of pulmonary infection 
was observed which, from the quality of the cough, 
seemed at first to be pertussis. Among the many 
remedies known the only ones of value are chenopodium, 
caprocol, hexylresorcinol, and santonin. G. C. Pether 


(La ascaridiosis en 


605. Cor Pulmonale in Ankylostoma Infection. (El 
sindrome cardiopulmonar en la muerte del anquilo- 
stomiasico) 

E. Garcia CARRILLO. Archivos del Instituto de Cardio- 
logia de México [Arch. Inst. Cardiol. Méx.] 16, 154- 
158, May 31, 1946. 4 refs. 


Five cases in which the patients died from anaemia, 
ankylostomiasis, and multiple pulmonary emboli are 
presented with brief clinical and pathological findings. 
Both peripheral phlebitis of infective origin and peripheral 
circulatory stasis give rise to repeated pulmonary emboli. 
These factors combined with the poor nutritional state 
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and anaemia of the majority of these patients are held 
sufficient to account for the heart failure and subsequent 
fatal issue. Restriction of period of rest in bed, adminis- 
tration of digitalis for heart failure, blood transfusions 
for anaemia, penicillin for secondary lung infections, 
and ligation of the femoral vein to prevent further emboli 


- are measures recommended for urgent treatment. 


W. T. Cooke 


606. The Biology and Maintenance of Liponyssus 
bacoti Hirst, 1913, and an Investigation into its Role as a 
Vector of Litomosoides carinii to Cotton Rats and 
White Rats, together with Some Observations on the 
Infection in the White Rats 

D. S. BertrRaAM, K. UNswortH, and R. M. GorpDon. 
Annals of Tropical Medicine and Parasitology (Ann. trop. 
Med. Parasit.| 40, 228-253, July, 1946. 20 refs., 1 fig. 


Investigations to find chemotherapeutic remedies for 
filariasis have been greatly handicapped in the past by 
the lack of a suitable experimental infection which could 
be maintained and transmitted in the laboratory. 
During the last few years workers in America found that 
wild cotton rats often harbour a filarial worm, Litomo- 
soides carinii, which is suitable for experimentation. In 
1945 Williams and Brown (Amer. J. trop. Med., 25, 67) 
showed that the infection can be transmitted to other 
rats through the tropical rat-mite Liponyssus bacoti. 
This information formed the starting-point for the present 
work, which is a study of the habits and life cycle of the 
mites and of the development of the worm in them. 
Most of the paper consists of valuable technical details, 
which must be consulted in the original by those inter- 
ested. For routine technique, the mites are bred in a 
biscuit tin 94x88 in. (24x20x20 cm.) containing 
sterilized sand 3 in. (7-5 cm.) deep and a rat in a small 
wire cage; the tin is surrounded by water. At 25°C. 
the life cycle of the mites is as follows: Adults emerge, 
mate, and engorge in 3 days; eggs laid, 2 days; larvae 
emerge, 14 days; moult to protonymphs, | day; proto- 
nymphs feed and moult to deuteronymphs in 3 days; 
moult to adult, 1 day; minimum time for complete 
cycle, 114 days. The time required for the development 
of the worm is not completely known, but the length of 
the few developmental forms found at various periods 
after the infective feed was as follows (microfilariae 
measure 90 to 103 »): 130 u at 7 days, 420 to 470 p» at 20 
days, 660 » or more at 25 days, and 935 » (presumably 
infective) at 33 days. ‘ 

Complete transference of the infection, as judged by the 
appearance of microfilariae in the peripheral blood of 
the new host, has been achieved with 3 cotton rats. 
In white laboratory rats the worms can develop as far 
as the adult stage and liberate microfilariae into the 
pleural cavity; the white rat seems unsuitable as a 
host, since most of the worms are encapsulated and 
killed by tissue reactions. The possibility of maintaining 
this filarial infection by transmission in the laboratory 
will be a great help towards finding chemotherapeutic 
remedies for human filariasis. 

[In the abstracter’s laboratory transmission of the 
infection takes place regularly when 21 days are allowed 
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between the first feed of the mites on the infected animal 
and their last feed on the clean animal.] 
F. Hawking 


607. Cercarial Antigen (S. mansoni) Skip Test in 
Diagnosis and Management of Schistosomiasis Japonica 
B. Katzin and H. Most. Bulletin of the U.S. Army 
Medical Department [Bull. U.S. Army med. Dept.) 6, 
613-616, Nov., 1946. 3 refs. 


608. Chronic Infestation with Intestinal Parasites in an 
Engineer Battalion with Particular Reference to Schisto- 
soma japonicum 

W. B. Martin, J. G. GRAZIANI, J. CoLuins, and D. R. 
Lincicum. Southern Medical Journal [Sth. med. J.] 39, 
885-888, Nov., 1946. 


INFECTIOUS DISEASES OF 
UNKNOWN ORIGIN 


609. The Incidence of Rheumatic Fever and Heart 
Disease in School Children in Dublin Georgia with Some 
Epidemiological and Sociological Observations 

R. W. Quinn. American Heart Journal [Amer. Heart 
J.] 32, 234-242, Aug., 1946, 23 refs. 


In Dublin, Georgia, U.S.A., 400. school children, 
average age 124 years, of whom 59% were white and 
41% were coloured children, were examined for evidence 
of previous rheumatic fever or present rheumatic heart 
disease. Eight children, 3 of them coloured children, 
were found to have had rheumatic fever; 4 children, 
1 of them a-negro, had rheumatic heart disease. 

E. B. G. Reeve 


610. Immunologic Studies in Rheumatic Fever. II. Anti- 
streptolysin Patterns in Rheumatic Children 

L. M. TarRAN, J. M. JABLON, and H. N. Weyer. Journal 
of Immunology [J. Immunol.] 53, 381-390, Aug., 1946. 
14 refs. 


Much of the evidence for the aetiological relationship 
between rheumatic fever and streptococcal infection is 
based upon the contention that certain immunity 
responses of the rheumatic patient simulate those often 
observed in the course of streptococcal infections. The 
analogy between these responses does not, however, rest 
on a firm basis. Many types of immune bodies can be 
demonstrated in the serum of patients who have recently 
suffered from a haemolytic streptococcal infection, but 
the humoral antibody response to the exogenous strepto- 
coccal antigens seems to excite the most interest, 
and the present paper deals only with a study of the 
antibody response of the rheumatic patient to the 
streptolysin O. In view of the divergence of opinion in 
the literature about the nature of the relationship, if any, 
between streptococcal infection and the antistreptolysin 
patterns the authors present data on the antistreptolysin 
pattern found in 460 children having active or quiescent 
rheumatic disease, rheumatic recurrences with or with- 


INFECTIOUS DISEASES 


out preceding streptococcal infections, and streptococcal 
infection during the course of the quiescent phase of the 
An examination of the antistreptolysin curves leads to 
a classification of 3 categories of pattern, which 
fully described. The authors consider that the cop. 
ception that acute rheumatic fever cannot be considered 
to be a direct manifestation of the antigenic activity of 
the haemolytic streptococcus is corroborated in their 
study, since the presence of a high antistreptolysin titre 
in a rheumatic patient did not denote activity of the 
process, nor did low antistreptolysin values signj 
quiescence. Their observations showed that the anti- 
streptolysin curves seen in rheumatic children are one of 
the expressions of the immunological history of the 
individual—the antigen—antibody reaction of a person 
living in a streptococcal world. This antigen-antibody 
reaction may or may not be disturbed during the course 
of acute rheumatic disease. The advent of a strepto- 
coccal infection in a rheumatic patient may accentuate 
this antigen-antibody reaction, modifying the course of 
the usual antistreptolysin pattern which results from a 
streptococcal infection alone. 
W. S. C. Copeman 


611. The Prothrombinopenic Effect of Massive Salicylate 
Therapy in Acute Rheumatic Fever 

G. C. Owen and H. A. BrRApForD. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 97-102, July, 1946, 
1 fig., 19 refs. 


Twenty-five cases of acute rheumatic fever were treated 
with 10 g. of sodium salicylate in 1,000 ml. of normal 
saline intravenously over a 4-hour period daily for 6 days 
or longer, depending on the patients’ clinical course. 
Thereafter 10 g. of the drug was given orally each day in 
divided doses. Duration of treatment varied from 21 to 
60 days. The prothrombin time was estimated by the 
Magath modification of the Quick method, and quantita- 
tive blood salicylate analyses were made at 3-day intervals 
throughout the period of treatment. A moderate reduc- 
tion of prothrombin to 55-75% of normal occurred in 
all cases after the third to the fourth day of treatment. 
In addition a maximum effect of short duration was 
observed to occur in a number of cases. Two cases 
fell below 20% prothrombin and 12 below 30%. Five 
cases, with prothrombin percentages varying from 16 to 
28% of normal, developed epistaxis (only 1 severe) with 
splinter haemorrhages under the finger nails. In all 
instances the salicylate therapy was continued and the 
prothrombin percentages returned to normal and the 
bleeding ceased. This spontaneous tendency for the 
prothrombin levels to return to normal during the course 
of therapy suggests that hypoprothrombinaemia as 4 
cause of serious haemorrhage in salicylate treatment is 
an unlikely occurrence. However, should operation be 
contemplated in such patients, the risk of haemorrhage 
warrants the use of vitamin K. The precise mechanism 
by which salicylic acid affects the prothrombin level 
temains to be determined. 

D. M. Dunlop 
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History of Medicine 


612. Phthisis in the Seventeenth Century. Growth and - 
Development of Knowledge 

S. Lyte CuMMINS. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 39, 629-632, Aug., 1946. 

1 ref. 


In this paper the author deals in a vein of tenderhumour 
with 5 seventeenth-century physicians who wrote about 
phthisis. To the first, Christopher Bennet, himself a 
sufferer from phthisis, lung disease was apparently 
caused by “ incitement of the blood” pouring fluid of 
different types into the lungs. Logically, he insisted on 
the closest examination of the sputum and classified its 
varieties. He stressed the six “‘ non-naturals ” (evidently 
regarded as important in his time). Thomas Willis gave 
a chapter on tuberculosis in his Practice of Physic. He 
did not entirely agree with the common belief that the 
disease was essentially an ulceration of the lungs, and had 
found (at necropsy) cases where they were “ set about 
with little swellings or stones or sandy matter” which 
indicated “‘ an ill formation of the lungs ”’. 

The great Thomas Sydenham contributed to the study 
of consumption in the fragment of his papers De Phthisi 
and wrote about management and epidemiology. “‘ To 
this disease are most incident men and women from 
puberty to the state of life, ic., from 15 to 25. By a 
peculiar infelicity of our Air none are more subject to it 
than the inhabitants of London.”” He was not very happy 
in describing three varieties of tuberculosis, but his recom- 
mendation of riding as a cure was probably a practical 
one for the time. 

Richard Morton, an ex-clergyman, made a notable 
contribution in his book Phthisiologia. His “‘ six non- 
naturals’ may be re-quoted: “‘ Let them also heed not 
to eat too much food though it be such as to afford a 
good Juice, as also that they do not drink too much Wine 
or Strong Liquors. Secondly, let them sleep in the fore 
part of the Night: but let them avoid sleeping in the day- 
time, yea, and sleeping too long in the morning... . 
Thirdly, let them every day use moderate Exercise and 
Rubbing for a good while together to fetch out the 
dispirited Humours from the Habit of the Body by the 
Pores of the Skin. Fourthly, let them strictly avoid all 
strong Purges; . . . Fifthly, let the Patient by all lawful 
ways industriously lay aside Care, Melancholy and all 
poring of his Thoughts as much as ever he can and 
For I have observed that a 
Consumption of the Lungs has had its origin from long 
and grievous Passions of the Mind. . . . Sixthly, let the 
Patient enjoy an open, fresh and kindly air and such as is 
free from the Smoke of Coals.” ; 

Of Benjamin Marten and his New Theory of Consump- 
tions little is said, but the high estimation of Marten’s 
qualities should tempt one to refer to a previous descrip- 
tion (S. Lyle Cummins, Proc. R. Soc. Med., 1944, 37, 
517). J. V. Hurford 


613. Publicity in Relation to Medical Works at the End 
of the 18th Century. (Pubblicita di opere medico- 
biologiche alla fine del secolo XVIID 

A. Ferrari. Minerva Medica [Minerva med., Roma] 
37 ii, 236-238, Oct. 6, 1946. 1 fig. 


614. Roentgen’s Discovery of X Rays. Their Applica- 
tion to Medicine and Surgery 

J. F. BRatsForD. British Journal of Radiology [Brit. J. 
Radiol.] 19, 453-461, Nov., 1946. 1 ref. 


615. History of Paediatrics in Spain. (Historia de la 
pediatria en Espajia) 

A. MARTINEZ VARGAS. Acta Pedidtrica Espafiola [Acta 
pedidt. esp.) 4, 257-264, Oct., 1946. 


616. Historic Evolution of the Conception of General 
Pathology. (Evolucién histérica del concepto de 
patologia general) 

M. SANCHEZ Ruiz. Actualidad Médica [Actualid. méd.} 
22, 505-515, Sept., 1946. 


617. The Question of So-called Animal Magnetism and 
the First Use of General Narcosis in Sweden, according 
to the Contemporary Swedish Literature. (Till fragan 
om den s. k. animala magnetismen och om den allmanna 
narkosens férsta period i Sverige enligt uppgifter i den 
datida Svenska medicinska litteraturen) 

G. Petrén. Upsala Lédkarefoérenings Férhandlingar 
[Upsala Lakforen. Férh.] 51, 347-368, Sept. 15, 1946. 
93 refs. 


618. Surgical Anesthesia, 1846-1946 

J. C. Trent. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.) 1, 505-514, Oct., 1946. 
17 refs. 


619. Some Anesthetics of Antiquity 

G. K. TALLMADGE. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 1, 515-520, Oct., 
1946. 1 ref. 


620. Episodes in the History of Anesthesia 

E. F. Horiwe. Journal of the History of Medicine and 
Allied Sciences {[J. Hist. Med.] 1, 521-526, Oct., 1946. 
2 figs., 26 refs. 


621. Mesmerism and Surgery. A Strange Chapter in 


the History of Anesthesia 

G. Rosen. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.) 1, 527-550, Oct., 1946. 
4 figs., 89 refs. 
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622. The History of Anesthesia and Analgesia in 
Obstetrics 

C. E. HEATON. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 1, 567-572, Oct., 1946. 
12 refs. 


623. Historical Notes on the Pharmacology of Anesthesia 
C. D. Leake. Journal of the History of Medicine and 
Allied Sciences |J. Hist. Med.) 1, 573-582, Oct., 1946. 


624. The Evolution of Endotracheal Anaesthesia 

N. A. Gitcespie. Journal of the History of Medicine and 
Allied Sciences |J. Hist. Med.] 1, 583-594, Oct., 1946. 
47 refs. 


625. The Development of Anesthesiology in the United 
States. Personal Observations, 1913—1946 

R. M. Waters. Journal of the History of Medicine and 
Allied Sciences (J. Hist. Med.] 1, 595-606, Oct., 1946. 
4 figs., 2 refs. 


626. The Introduction of Surgical Anesthesia in France 
R. Neveu. Journal of the History of Medicine and 
Allied Sciences (J. Hist. Med.] 1, 607-610, Oct., 1946. 
2 refs. 


627. The Reception of Ether Anesthesia by a French 
Cartoonist 

R. L. Mayer. Journal of the History of Medicine and 
Allied Sciences (J. Hist. Med.] 1, 611, Oct., 1946. 1 fig. 


628. The Introduction of General Anesthesia in Germany 
W. K. FRANKEL. Journal of the History of Medicine 
and Allied Sciences |J. Hist. Med.] 1, 612-617, Oct., 1946. 
2 figs. 


629. Development of Anesthesia in Germany in the Early 
Years of the Twentieth Century 

R. J. WHITACRE and P. Dumitru. Journal of the History 
of Medicine and Allied Sciences [J. Hist. Med.] 1, 618-634, 
Oct., 1946. 58 refs. 


630. The Introduction of Surgical Anesthesia in Sweden 
G. LILJESTRAND. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 1, 635-640, Oct., 
1946. 2 figs., 7 refs. 


631. Surgical Anesthesia in Spain 

E. Garcia DEL REAL. Journal of the History of Medicine 
and Allied Sciences {J. Hist. Med.] 1, 641-643, Oct., 
1946. 4 refs. 


632. The Introduction of Sulphuric Ether and its Substi- 
tutes in Portugal 

A. DA SitvA CaRvALHo. Journal of the History of 
Medicine and Allied Sciences {J. Hist. Med.) 1, 644-648, 
Oct., 1946. 36 refs. 


633. The Introduction of Anesthesia in Cuba 

J. L6pez SANCHEZ. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med. 1, 649-656, Oct., 
1946. 1 fig., 6 refs. 


HISTORY OF MEDICINE 


634. Early History of Anesthesia in Ecuador 

V. PareDes Borsa. Journal of the History of Medicine 
and Allied Sciences Hist. 1, 657-661, Oct., 
1946. 2 figs. 


635. From the Abyss of Pain to the Summit of Anesthesia 
C. MarTiNEZ DurRAN. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 1, 662-666, Oct., 1946, 


636. The Introduction of Anesthesia in Venezuela. 
S. Corposa. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 1, 667-669, Oct., 1946, 


637. Peter Parker and the Introduction of Anesthesia in 
China 
E. H. Hume. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 1, 670-674, Oct., 1946, 
6 refs. 


638. Notes on the History of Ether Anesthesia in Turkey 
A. S. Unver. Journal of the History of Medicine and 
Allied Sciences {[J. Hist. Med.] 1, 675-676, Oct., 1946, 


639. Centenary of the Introduction of Ether and 
Chloroform Anaesthesia. Historical Notes. (Anota- 
ciones historicas con motivo del proximo primer 
centenario de la anestesia por el eter y el cloroformo) 

H. J. ALCANTARA. Medicina [Medicina, Méx.] 26, 349- 
362, Aug. 25, 1946. 1 fig., 21 refs. 


640. A Short History of Nephritis 

A. Huxtey. University College Hospital Magazine 
[Univ. Coll. Hosp. Mag., Lond.] 31, 72-78, Sept.—Oct., 
1946. 2 figs., 10 refs. 


MEDICAL BIOGRAPHY 


641. Petrus J. van Bevegem the Doctor and Petrus van 
Beveghem the Chemist. (Petrus J. van Bevegem genee- 
skundige en Petrus van Beveghem apotheker) 

A. J.J. VAN DE VELDE. Koninklijke Vlaamsche Academie 
voor Geneeskunde van Belgie (Verh. Akad. Geneesk. 
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